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i€ iis H 

:$^mm\t. Gmmm^'^mu±^^-mmn (fpr.l2) (Dmmmm\z 
^^yT>GmBm^^^mu'ty^-mmm<D iz)t vx. f p r l 2 3i»t^ 

SnxViS. (Genomics 13 (2), 437-440 (1992)) » 

F P R L 2 ©Trfnx ht bT. H-^^STrp-Lys-Tyr-Met-Val- 
Met-NH2j«>^'^'S-$nT:feD> ^fcFPRL 2 j&t^J^-eiSf!^^UTVi'5Cl<ht)^^ 
^nXVi^ (J Biol Chem 2001 Jun 15 ; 276 (24) : 21585-93) » 

GHRP-6Ji. -^jSiKGHS (growth hormone secre 
tagogue) '^y^HT«5Sil<fc3&t^^nTV:>S (Science. 1996 Aug 
16:273(5277): 923) » 

. S C P A«. T;*:7 ^-XAplysia) ^M<DWm^y°^ Fl?^i>JIi©^S^^^ilt5^c:ll 
mVX^^^Z.ti)m^'^hX\f>^ (Proc Natl Acad Sci U S A 1985 Jun; 82 (11): 
3925-9) o ■ . 

RFRp-i-i 2;5:^®RFRP«. :fxn^^^y'^m{&mf^my3ia^m 

T^^^^^^^-^tlX^^^ (BiochimBiophys Acta 2001 Sep 26:1540(3) : 221-32 

) o 

-a.-p^y^FY (NPY) m-^m^s ^i^vxAmm. orDm-^^ 
^t(Dmm. ^<omm:kmnmmitmt>^x\^^^cti!)m^nx^^^ ( mm 

n^JV^XDT^XS (1998, Eg^OlSmfc) NPY®^(P.152-P.164)) , 

-a.-a^>?>c«, ^>^zy>m<D^':f^\^x$>^:it7()m^-^nx\f^^ 

(Biochem Biophys Res Commun 1984 Feb 29;119(1) :14-20) . 
:^mm\t. FFRL2\zM-r^mrcUV:ff>\^(D^^. *3J;t)fFPRL2t 
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Tzfn;^h) ^J:t^U:^f>H^:/5^Hi:FPRL2 tco^-g-ft 

«T^H^y5^HTibSGHRP-6 (@B3?iJ#^ : 3) . SCPA (SB^Jll^ 
: 4) . bhMRFRP-1-1 2 (i33?iJ#^ : 5) . pNPY (i3^J#^ : 
6). *5j;tXfc hM-a.-D^5^>C (@2^J#,-^: 7) d^*F P R L 2 fc^bT 'J 

;^?>H«14Sr^TC:<J:, $ e>lc:ttF P RL 2 *«RA (ISItiimU >:7V5F) mm 

'^^}^^rziit^<Dm^^7j^ (2) @a^j#-^; 3~@a^j#-^: 7CDv>m;0iO[)ia 



wo 2004/095023 
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3 



f^i^^TM^com^^xs (2) mmm^: 3-'@a^j#-^: 7 m^^m^^o^m 

20 C5] ±13 ci] mm(Dx^V'-=.>^:^^^fz\t±m C3D iBmc5>;i^u- 
(6] mmm^i i'Tmt>-^n^7^ymmmtm-'%i.<^tmmmzm-<D 



wo 2004/095023 PCT/JP2004/005829 



(8:1 m^m^: 3~@3^j#-^: 7 ©vi-rn/0^<D@3^j#-^T^fe$n'5r ^ y 
>m. mmmi^m^m<tm (Ahs) > x.^xm&. mmi. mmm. mi^m 

cii) mmm^: i'vmt^-^n^T^jmmm^m-%v<\tmMm\zm- 
(^r^ywtmm^^^-r^Gmmn^mmu^y^-mam^rcu^cDmzM 

)i'y/w^-m. /'^-=¥>v>m. mmmikmmm<[:.m. (als) .'ji^xm 
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t^^^ii'r^mu±i:/^-^\^m^rc\t^<DmzM'r^Tzf=L:^ hox^ u 
jvy/\^-^-m. A°-4^>v>?f, mmm^mmmitm (als) . x-rxM 

§cs> Tix;i/:^~5^s, ij^^, iJ^j^ttigj^a. T>?y>^, SB^^i^^jfe 

mmm^mmmtm (als) , x-rxi5iSE> mmj^^, m^m. m^m^v^ 
u->m. mm^:km0k. m^mik. mm. mi^juu-^ f— mmm. m 



WO2004/09S023 PCT/JP2004/005829 

6 

rujv^-mm. 0k^^mmm. rz^v>m. aa^^tt^jiiL 
tt^jfii, ^^ttxux'x'b-T^T;. ^)^^^^ Mmjfii. mmm. 

nmmi^mmmtm (als) , jL-(xmm. msm. mi^m. m^mm^j^ 

rjvy/\^'^-m. /^-^>'j>m. mmmmmm^m. (als) . 
0k. BD-jvu^ \^-i^7s. mum. mmm. mmmtm. ^u-iyyx. 



wo 2004/095023 PCT/JP2004/005829 



im. r)iy/\^'7-m. /^-^>v>m. mmmmmm^m (als) . 
^fl*.- H-'>x. li^^^. Mmm. mmmtm. !7u-(yy3L 

mmm. mmm. ^^i^m^tm. TJi^^y/\-^'^-m. /^-^>v>m. mmm 
mm^mmm. vo-^^mwm^. mm^mm0i. mmk. mMm. ^u-> 

ci 9] \mmMm\zn\.x. (i) sa^j#-^: ixm^-^ti^r^jm^mtn 
.m^m.. -eogg^^y^^ht^fea-e^it. (ii) Ba^j#-^: ix^kn^r^ 

^m'r^^^)^^v^^Y. ^tdit (iii) mmm^: ixm.t>^n^T^jm- 
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i^mik^nsk. ^#i4xu7.vh-5^x> u-^-r^^, r^tajia. r^:@s, 
>m> mmmmmm^m. (als) . x-rxrtt, mj^i^. si^^. itttgi 

(2 0] mi&Wd^bT. (i) gB^J#-^: lTS$tl^T5y^@a^Ji:|SI 
MSS. ^©BP^a-^^^^^H^ifetWOitJc^-r^iii^^ (ii) m^m^: IT 

^WbT/^§7i^Up?:^l/:t5"H, (in) @B^J#-^ : lT^;b$nST5 

SB^^tt^jfiLtt^jfiL, ±M^x.v7.'^h-y':^. i^^/v. vb-^^. mm^k. 
-=¥>v>m. mmmi^mmmtm (als) . jL-cxmm. mmk. mmm. 
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>m. mmm'\&mmmtm (als) . jL^xmm. mm^k. mmm. uttn 
m. ^u-ym. mmi^:km0k. mi^m0i. mm. ii*ij-;i/n-r h-s^x. mm 

^tctfxD (i) mmm^i i-cm^n^T^jwtmmtm—hh<\t.mnmz 
^^}^^rc\^^<om. (ii) @3^j#-^: i^v^-^ti^r 5, ymmmtm^%v 

^fef^ (iii) @H^J#-^ : lT^:b$n§T^ymi32?>J<hl^— ^>b<t3: 

tt^jfiitt^jfii. ^#ttxu;^vh— T^x. 0^-^^. mmisL. rnmm. 
>'^> mmm'^^mmm.^m (als) . x-<xr«. iii^. mmm. itttw 
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mtm-'^v< \t.mnmzm—<DT^ ywtmm^-^^T^ GmmM^nmu± 

(iii) mmWr^: 1 T^:b$tl'5T^ y^SB^Jil^— 'bb 

C2 3D (i) i3^j#-^: i'vm:-^ti^T^ymmm^m~%v<\^mmm\z 

iB^J*^#TSU;^>H^y5^F (OT> U:^> H^7'5^H^:lB&|3t-^) . ^ 
(OTS H^fcfi^O:^. S;^c« (b) U:^>F^y^h\ ^ODT^ H^fet^^ 

^:ftm^^. (ii) FPRL2. t(Dm^^'f^]^^rz.\t^(Dm.h. U^>H 

^srJH^^^'ffci'a-^^ F p R L 2 . ^(Dm^^-;/^ }^^rz\tt^(Dmzmm^itrc 
m^t. (ii) mmvrcv:»>}^^y'^\i. ^oT^\^^r^u^<Dm^^\^m 
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C2 6] (i) ^^L.fcU:^>H^y5^b% KS^ti^o^a^sv^t* 
^S^a-^^ib^i^^F P RL 2 ^-^Wf §iiJia©J^®^^};i^M$-ti:;^J^^,h> 

(ii) ^^bfcU:^?>H^y5^h\ ^®T^ H^yt«^®4ga5:5Vi«<£:a'^-a- 
^'ft:'&#>> :fe J;lKM^'fb'a-%^ F P R L 2 ^^^T'SmoDj^M^^jc^^^-e: 

\t{&^'S'^mit^m<Dmmm(Dmm^\zM'r?>m^m^mmv. itm-^ c t 

^m^. F P R L 2 ^n- H-r-sDNA^^wrsDNA^-^^fr-sm^^^ 
mmz^m\^r:i¥'PRi.2\zmm-^^i?i^^ii. (io =^^bfcu^>H^y 
^^mmm.m,^w<Dm^m\z^'m.vr:i¥ p r l 2 tc^M^-frfej^-^ic^fetts, 

«^®FPRL2Jc^t-§j^-g-aSrS!l:tU iti|!^t--5 -5^13 Cl 

(28] ( i ) F P R L 2 ^^mb-r ^fb^tJ^fcf^CT):^* F P R L 2 
^■r^iffflfl^fc^M^Ufe^^i:, (ii) FPRL2^^ttYbt-'5'fb'&i^*;fe« 
^(D^^^XSU.m\:.^m^¥ P R L 2 ^^^■r§«{C^M$-&fc«-&Jc::fett 
-5. FPRL2$:n'bfeiMWM^t£&lg||j£b. it|!^f S C: if §-b 
13 CD *Jt« (2] mm<07.!7^)-->^:}5^, 

C29} FPRL2Sr«14fbt-^'fb'&#J^rct^-^®^$. FPRL2^n-F 
•r S D N A ^^Wr ^ D N A ^^Wf^mm rJ'-TJi^g^il Ufej^^^ 
ife#:^i^^'rSJlt{CJ;oT^ife?^MiSi^|#:<0iSiJiai^JC^31bfeF PRL 2 \Z 
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mm-^itrcm^ts > p r l 2 ^^i^^t-r^it^^^rci^t^om^^zm^^ 

IB CD ^rc\t C2] mm(D7<^ ^j-ny^:^^^ 
^^©ii^svi^ig^^^^fb^^'^^sjhiB C2 8} ^rc}t C2 9] lam® 

C3 2] FPRL2Sn-HTSDNA§##T'5DNA^'^Wt-Smm^^ 

s^s^iz^MvrciFFRL 2^^^T^^t^<^m.h'r^±m C3} st^^s c4 

mm. mi^m. ^^i^m^t^. rjiy;^^^^^^ ^^^-i^ 
mmm<tm (als) . x^xt«. mm^. m^m. mi^mmu^-^^. m 

mmi^^m^k. h^mij^; mjK^. mi}-)i^=i^ k^v-x. mmm. mmn. mm 

fsi^^^^M.. 7V}v^-mm. im.. jm/mmm. 7i^v>m. sb^^^ 
is^aM^^it:^ (ALS) > ji^xmm. mm^. mmm. ^i^m 
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C3 5D u;«;>K-<y5^h\ ^<or^)^i^r^n.^(omznt^^w^^mvx 
jfiitt^jfiL, ±#i4xux^rh-5^x. n^/v. vry-^^^ mmsk. mmm. m 
m. mmm^mmmih^ cals) . jL^xmm. mimk. mmm. itttiii? 

-m. /^-=^>y>m.. mmmmmm<tm (als) . x-rxi^^. msm. 
—i^T.. m^i^. mmn. wimm^h^. i7U'iyyjL)Vh-'vn^m. 
mm. 
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■-«^/.-^^>v>«, tmmmmmmitm (al s) , ^^xmm. mm, 
sAfi, i,a->m. mmm0i, mm, »*;i.a-rK 

C3 8) Wa»®.E**tT. (i) ■J^>h-^y?H. ^«r5K«;ttt^<D 

^x, ue,^^. ^^^^ jj^g^ ^gp^^^ ^^^^^ ^^^^ 
T;i.-^A^v-ft. A-^>v>^. 

Iff*, »«M®ia»)^6SEfe. swfiAff, »ijEttit«,^sB,ft«», 

C3 9] «a»%t»UT, (i) u^j^H^-^g.^., 

r^iril^' ^«*- ^ 
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C4 0) mM. ru)v^-mm. ikm. 0i:m.mmmm. r^jvym. ^b^^ 

i4^iktt^jfiL> ^#14xUX^h-7^y;. ^)ry^^^ f^ffljfii, ^i^'^^ 

>m. mmm^mmm.i\:,& (als) . :iL^xmm.'mm. mmm. m^m 

^fese)© (i) g;^>h-^y5^h\ ^©T$H^fc^^^<Z):^^;^c« (ii) FP 

>m. mmmmmm^tm (als) . x-i-xr^^. mmik. m^m. m^m 
^a->m. mmitizm0k. mmm. mm. m^)in^ i^-z^x. mi^ 

0km\^m^m> ri^'jym (Addison' s disease) . S B^^l^^jfiitt^jflL, 
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wmmiimm ammt. t;u-/a^'t-^, ^-.c^^y^^^ mmmmmw 
{fc^ (ALs) . ji^xmrn.) . mm^i:. m^m. (^j> m^mm^j^ 
-^^^ ^Miimmm. u ^^^-mwm^k. mmi^mmik. msm) > mst^ ( 
m. iicjfii5fe. mikmm->3^ifi7. p^mm^zyay^. if^j^^^mim. 

^^y^^^my^mmm) . 0k&^mmm m. ^u->m (Crohn' s disease 

C4 3D FPRL 2 ^mi^^^ct^wwLtr^. ^^^±<D^m ' mmmfi^m 
C44) FPRL-2^m\.^^;it^wmtr^. psm, rujv^-mm. ^km. 

^m&MMm. rVV>m (Addison' s disease) , S B^fe^tt^jfiii^^jfiL, 

■ ^rn^nrnm m^\t. T;i.:yA^^?-^. ^^^.^y^^^ mmmmmm 
(ALs) > jL^xmm . mm^k. mmm. (m> m.'mm^j^ 

^j. f^ikm. f^iSsLmsLz^Byi;, nmm^i^By^s if^i^^m^^k'^^ 
>^yi7->3y^mmm) . ^mmmmm i7u->m ccrohn' s disease 
) . m.m^i<mm > ^km&mmm m. m.mm. mm. m^)vu^ 
x> mmm) . ^^v^^^^k mm\z^^m^mn. m'&Mm.n. ^^ctt 
^m^^m^M (x<x) \z^^mmm.) . rnmmt^. ^u-iyy^DVh- 
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^^m^m^T^^i:^mmtT^±m C4 2) - (4 4) 

mii^\^hFFRL2:t^m-^itX\^^m^CHOmm (mockCHO) 

mv:^> H^:/5^ H ^mua v^m<Dmmp^ c am pm^mommm^^m^ft 

mm^^To m^(DPep tide (nM) it^mv p > \^ \^ omiUM 
'^^fo mmcD Inhibition (%) «#aU:j?f > H^y^^ H^^jpL. 
?t^©^Jig|^ c AM P M±1^mm^^mTo 

m2it}:ihFPRL2^^m^M:rcCHomm (hFPRL2) iz^mv^> 
^^^^}^^^iai^rcim<Dmmp^cAMpm^m<Dmmm^m-<rcm^^^ 

fo «tfft®Pept ide (nM) «#ffiU :^;> H^y^^ HCDj^iP^^^fo 
i^lftOI nh i b i t i on (%) «^.SU:«;>H-^y5^H^^JnbmcDJM 
JiSP«3 c AMPjg^^^JMtt^^To 

l§l3«t:hFPRLl*M^$iirfeCHO«fflj}a (hFPRLl) iz^mv^> 

H^y^^ H^8§jnb/feNr<oijffliigF«g c AMPM^mcDmmm^^m-^rcM^^^ 

T. «l$|!l©P e p t i d e (nM) \t^mV:fS>}^^y^}i(Dmim^^To 
mm<D Inh i b i t i on (%) «#aU:^;>F>^y5^H;£^jql.mcr)«ffl 

c AMPB^SpM^f^^^-To 
04«t:hFPRl§^31$iJ-feCHOi^ilg (hFPRl) \Z^mV:ff>\^ 

^7^5^ H ^^so Lfc^®«iiiaf#g c AMpm^m(D^mmm^m-<rcmM^m 

fo ^lft(DPept ide (nM) «#SU;^>K^y5^Fc!)^ip«^^-r. 
^ffi^Inhib i tion (%) «#@U;jtf>K^>^5^H^^iinbfe^CD 

mmm CAMP j^^ijptjjgtt , 
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hm~h Lx < ittmmmizm—(DTs. ywtmm^^mT^ u±i:/^-mmMi^^ 

mm. nmmm. ^vrmm. mm^rnm. wmmm. >^D->^^M>mm. ^ 
>^)w\>xmm. m^mm. ±^mm. p^^mm. mm^mm. mmmm. 
mmm. mmmm..fiLmmm, m. -r^uyr-i^. rmm. smm. -^-^zl 

. mmm. m.'^mm,. ^mm. mwmm.. m^mm. jFFmfeb<t^ 

mm. mmm. i^mm^my mm. m.m. ^^m. 
±m^ms ®it. fhm. mmm. mmm. mmm. mw^. mm. 
) ^ mm. Ts#:, m. ^m. nu. ^s^m. ^mm. ^^m. mcd^. 
mm. ^m. m^. m. mim m. i<:m. A^m) . mm. ^.m. mm. 
nm. mym. *mifiL.. ^mMM. m^m. mi^. mm. 3m. mm. ^-b. 
mm. ^^^tsiE. mz. mm. mm. m^, -^^uyr-i^fsiE 
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T^ymmm(Dmmmt. tsi^ttth^T;prfuxANCB i blast ( 

National Center for Biotechnology I 
nformation Basic Local Alignment Se 
arch Tool) t:m^\ UTO^k^^ mWm= 1 0 ; ^^y':f^Wr ; 
'7hUi'X=BLOSUM6 2 ; y ^ JV^ V >^=OF F) iZXmW^-T^^t 

(Dmmmm (m. 1^0. oi~ioo^. B^h<\mo. 5-20^,^ 
:&m\zmcxnf3i^^hf)ix^:bf)^. mx\t. mzmwcr^x^v-:z>^^ 

^n:. F P R L 2 LTf^, a ) @3^J#^ : 1 . @B^J#-^ : 4 *}^«@2^J# 

^: 6xmt>-^n^T^ymimm^<Di^rc\t2m&.± («^^b<«, 1-3 
omnm. ^y)m^h<\^i'^i omnm. $e»tc$f^b<«^® (1-50 
) ) (or^/m:fy^x^vrcTs,ymmm. i?) mmmn: 1. @aa?!i#-^ : 4* 
fcum^m^ : 6 T^t)$n^T^ y i?@H^ji3 1 ^;^ctd: 2 m&.± ($? ^ b < 

~5^@) ) <DT^/i?J^>M^^^^L.^T^y^@2^J, c) mmm^: 1. bs^j#^ 

*L<«> l-SOfflgS!. J:Oif*b<«l'-i 00^^. $e)tc:^*i;< 

«M (i~5» ) (D7 ^ jm.i)m<Dr^ yrnxm^-^ntcy 5. /mmm. 
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T^t>$n§T^ jmmm^'^m't^ f p r l 2 ^\itcti)t-r^ f p r l 2 

C^m^tlJi^-^^zyJl^m (-COOH) > t!)U^^z^U—h(-COO-). 
5 H (-CONH2) SfcJiXX-x;!/ (-COOR) CD^5rnTfe^T%J;lrio 

^:::Txx^;Hc::fettSR<i:bT«, ^5^;k x5^;k- n-yntf 

;k yyDtf;i/feu<«n-:;r^;i/j5:f(Z)Ci_6T;wi/S, ^j^t^, v-i^n 

15 2(s:^§a®FPRL2tC'g'^nS, Cl<DJ^'g-0XX5^;WibT«. M^t^±IBb 
$e>t3, FPRL2J3«, ±SbfeSeMf:i:feViT. N*^CD;;^5^:tX>^ 

(r>mm±.(owim^ mxu. -oh^ -sh, t^/s. -^^iS^y-;!/*, 

25 tl^o 

2(c%BJ©FPRL2©*#:MtbT«. gH2?iJ#-^ : lT^t>$n5 

T5y^@B^J/Ji^e)7^^b hfi^FPRL 2 (Genomics 13 (2). 437-440 (1992) 

FPRL2®gB4i'-^y5^H (OT. SB^i-^l/^^HilBSIBf -SJ^-g-jOt^S) t 
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5 :Sr#:e5J;:«. @3^J#^: IT^fc^n^T^ymSB^J^Wf SFPRL20D 

^^^y^\^^i.x\t. mTK^zfuy hmmz^i^^xmmi^mm mTia^ ( 

Hydrophilic) mm X;^^t^m-^tircm^^^t5^:/^]^x^^o ^Tc. M 
Ti^m (Hydrophobic) flJfC-g-?^^:/^^ H Clt/^t-^^^, 

BLAST^fflVi. mm(D^mzxmnt^:iti!)^x^^o 
20 MmzmM<Du±':fi$^-mm (Dmm\t±mhmmzny3io^tif^xm^. 
»^SL.<«. 1-1 omnm. -^^izpf^vKit^m (i~5i@) > coz^y 
--2omum. j^iottf^b<ui--i ommm. ^^izuf^hKimm (i~ 

--smmm) ©t^ yM:^^i&<D7 2. /mxmm-^nx\^^xhj:\,\ 

^fc. :^^m<Dm^-<.-:/^\^ucMm^:fjJi^^s:^z^jl.^ (-COOH) > 
Jl'^^zyU-h (-COO-) , T^H (-CONH2) *fe«xX7^;i. (-c 
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tf:^>M> :7-7;i.m. -TW^m^ ziAiJ^m, M5M> i^x>m. U>rfm. 
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4- (2' . 4' ^>^^ h^'>>'3i-;i/-FmocT^yx^;V) :7xy^>'«Jfli 

{t^^mv^^^tffi-v^^i)^. mz. :*7;U3!?b-r^ H^^t^Vio :^;^#>?'f 
^H^tbT^. Dcc. N. N* ->?'i'yyptf;p:i!j;u7}?>?'-i'$ n-x 

^n^iz^^mm^t\z\ty'^^ihis?Mmmm mptu. hobu hoob 

mt7mm. hUr7;i/:*-nx:$'/-;p:^^(0T;Pn-;u^, 

mx5^;i/?^i: (Dx;?^ ^}im^ § « 2: ti e> cD)tl:©j!g-&i^;i 

e>n§o- Rj!^^um\tm&m^^m^Km\zmm'^nm^:it7bm^nxi^^m 
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5 mn<Dr^ym<Dum^tvx\t. m^\t. z. boc, ^-$x^u-^> 

)V:t=¥z^tl)V:^:=L)W Cl-Z. Br'-Z. ry^>^)V:t^z^:fy)V:^:=.)V. 

10 :fy)i^^^>^jvmt. m^U. T;p^;uxx5=-;Wb x.^)V. 
15 -^\2u^>-j)VJL7.'7-)V. ^>Xb Hu;pxx5^;Wb) , :7x:^>^;l/xx5=• 

5"D>'><D>'xy-;H47Km»©«^»tbT«. Bz i. c 1 

25 BzK 2-xhn^>>^;K B r -Z> >^U— :;f5^;V;5:^;5tffiVie>n 

\:i7.^-J>M S,yV-)V(0^mmii\.X\-t. m^\t. Tos, 4-^h^ 
. 5/- 2. 3, 6- hU^^;K>if>X;U7fNx;k DNP. ^>>?;l/:r=^^5/;;^ 
Bum, Boc. Trt, ¥mo cf3:Effim^^^tl^,> 
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2, 4. 5- hU^7nD:7acy— ;k 2. 4->'r:hn:7a:y-;K i^r y >f> 
N-t Ha^>'>^r$^;w^ h\ HOBt) ^:(Z>xx^;W ;5:i:*tMVie,tiS 

p 

famine. ©®-6r?KJ5:ftcj;§mMa^\ >^-<y:/Dif;vx5^;wT5>. hux 
Txy-;K :7a:y-;k 5^:^Txy-;k ^:$'^7i/y-;K A^;j7i^y-;K 

i^:^^}V7.)Vy^ 1, 4-yi5'>i>5^:^-;k 1. 2-Xi5'>S^5^::e--;i. 

(D^^y<DmmM\z^^m.mm&.mz. ^7\(.m\:.±h^)oj^mm. ^t>^:x 
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a)a) ~e) tcgBm$nfe;^i*/&t#frf ^n^s, 

a) M. Bodanszky cfeJit)^' M.A. Ondetti. ^^^^ >'>'-ir>'X (Peptide 
Synthesis), Interscience Publishers, New York (1966^) 

b) Schroeder:fe<ttJCLuebke. if '^y^ (The Peptide), Academic Press, New 
York (1965^) 

d) ^m^m ^^nrnmrn-^ mt^mmmm u mmmoitmy. 205, 

(1977^) 

^y^—' mw^^u^ v^^y^ — - ni^^nfs.^^m.^'^f:>'^x:^^m<o^^ 
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:$^mm<OF P RL 2 ^n- §5}?U ^ 5- ^ ^ f _tiBL^c2^^ 

\^tVX\%. 2t:%?i©FPRL2<£n-H-r;5DNA, mRNA^®RNA7? 

NA, ::i2f:^RNASfe«D,NA : RNA(D/W HTfeJ:Vi„ —2^0© 

Cr;^:b-fe, n-H^) T^oTt). T>5^'fe>;^m (T^S: 

2^!^|BJOFPRL2$3-h-r^5i?U5?i^U:t-5^H^ffiViT. mpL\t. 
©^I^E^iiflJTffPCRt^©j£;fflj 15(7). 1997HmCD:;^J*^fct»niC2p 
D;^:^r^(Cj:J9. 2^^§^®FPRL 2©mRNA*^»-r§^:^/&t-t!^^o 

2^^0J©FPRL2^3-H-r^DNAtLT«. ^/ADNA. y^AD 
NA^'frT'^U-. ±IBl^fe«BJia-Mi^*3f50cDNA. ±SBb^m • ^i^. 
ft5l5(©cDNA'^'r:/^U— . '&JS!KDNACDViTnT%>J;Vio 'y^^=7^)—\z 

5 H^ev^TnTS-pTt)J:V^o S;^c. -tl5bfe« • ^i^J; J9 total RNA^ 
;^c«mRNA®^^g^Mbfet>0<&^ViTameverse Transcriptase 
Polymerase Chain Reaction (OT, RT-P CR^tW&^j^-rs) Xz^-oxm^ 

2^^BJ© t h F P R L 2 ^3- H-r-SDNA^ bTf*. MAf^. 
@S^J#^: 2TSt>$tl§iiS@3^J2r^Wt-'5DNA, ^;^«@B^J#-^ : 2X 

mwM^mi^. mm^^: iT^to$nsT5/i!@5^jA>e>?s:<5thFPRL 

) *Wi-Sl^'fe:^i^-®aM^3-H-r§DNATfetltf^Bjn<JD'fe(DTfeckVio 

m^m^ : 2 xmt>-^n^m.mmm t/\-c y u xx^ d n a t lt^. 
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mmm^KDmrnrnt. mmitmnyjvzf^jxANCBi blast (Na 

tional Center for Biotechnology Inf 
5 o rma t i o n B a s i c Local Alignment Sear 

c h Tool) ^mif\ &.r<D^^ (mm^= i o ; yf^fer ; 

10 ^\ts =EU=¥zLy— • ^u—^y^ (Molecular Cloning) 2nd (J. Sambrooket 
al.. Cold Spring Harbor Lab. Press, 1989) \Zf&W(.(D:^^f3:e\zU^xn^ 

> b (ct^^o TfT?5: -5 e: t J&^T# § o 
OmM. 0*b<«^l 9~2 OmMT> MS^^^i^ 5 0.~ 7 Ot:. $f^b<t3: 

^60-66 t:<D^#*^f . mz. h u ^Amm7()m 1 9 mu-vMrnntm 
20 RL2^3-Hf -sDNA-tbT^. mmm^ : 2xmt>-^tL^mMmmib^& 

75: § D N A75: 5&t^ i& n§ . 

^mm<DF p R L 2 i^r^BNACDm&mmo)-^. ^tmudna 

BJOg|5ia'-<:/5^H^n-h'T^DNA$^#t-'5fcfr««?5:<. RNASrfe-a 

^^tlfcF P R L 2 ^n- Hf ^DNA©4|[«@B^J1f ^{cSo'^igffb. -^^ 
V^^o toVrcmj^^U:t^}i mWt) FPRL2Jte^(5DRNA^: 
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• mmt^ C <h;?>«T#§o F P R L 2 HURN ACDS^^n 
fc@B^JJ;i*iM6<IJ^f:3}^ U ^ N\ *5 JctJCP P R L 2 HipRNA^i^MWfo 

FPRL 2iie^®^^$^l5 • Mfflif S0foWfflTa5^, *fe^^J^«i:CDt^ 

PRL2Jte^<D5' ^^Ttr>;W-y. 5' Ulf-h, 
5' iiS&#?©iRM:^. #U-^y^HISIRPfl$^nF>. ORE 
lim^A&3H>. 3' mmum.m. 3' SA°»J>HP-A^3!g4. :feJ;y^^3' 
^^Tlf>;i/-y««^^LV:>^^^;^i:bTjg^b5S7&t, FPRL 2jt'e^ 

-^tDNA-^RNArp\ZM.m'$n^^^f3imm<D^YV>'^^mM(Di4m^m' 
2f:mDNA. 12^^DNA. 2:*:^RNA. 12^^RNA. $^tCDNA:R 
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i?5^:tX-h7S:^) m^Jitm^n (p?^VT-if. ^i7WT— tf • 

^^^trnffspntcmm (rna. dna) ts-So ^0$n;^^i!®:^#:Mt 
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^^l^xmmi-Amm^W'V^0<m^nT:iS^. m^\'£ J. Kawakami et al., 
PharmTech Japan, Vol. 8. pp.247, 1992; Vol. 8. pp. 395, 1992; S.- T. Crooke 
et al. ed. , Antisense Research and Applications, CRC Press, 1993 f3:ii\z 

vjv^ua-^ji.^-h. n-jvmu^) j&^'^^f&n^. ^'^vrz^o}!^: mm 
(D3' m^^vms' mzi^m-^'&^c^7()^x^. mm. m. ^^f^^^u^i- 

-if. RNa s &1^E(Oy^^Vy-^i\Z^^{i^m^m.±.'t^tL^<K>%(Oiitmi 

xmmzmmx^^. 

^S5!5©cDNA. ±IBL;^^Jia.mimfi5f5©cDNA^-r:/7'J-, -g-^D 
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Transcriptase Polymerase Chain Reaction (£/^T. RT- P CR^tB&iavf -5 

f^DNA, (2) iB^J#^: 2 T^^D$n^^»i2^Ji/WX h U > 

$n^T^/^@fi3?'Jj&^^J5:SFPRL2^:||Re«ifcim«0D«i4 (M. U:j5f>H 

s D N A (DW^ji^mmmm ^ d n a?^ ^^^^^ e> ti^ » 

@B^J#^ : 2T^t>$tl§]^«ii3^jA-r >^U3^-rXT#^DNAtbT«. 

0 J: tJlQF^ L < «^ 9 5 %a±«)*BI^1?fe^#-rs^M^J*#:#t-^ 

DNA;5:t*36^fflVie.n^, 

mmmmomnrnt. mu\.tcmnm^n-T}vzi^)X2^^cB\ blas 

/W y U iS^-r if - 3 ><D:&^*3 J:CK^#«MI5 i: I^^^Tafe 
*%BJ©FPRL2^fc«-e®^$^^y^H 2^%?«0FPRL2t 

2^^BJOFPRL 2(D^:J)'ii»i3^J^#i-^-&^iSDNA7'^-l'V-^fflVi 

*^B^©FPRL2©-SP^§Vi«^^i^^n-Hr§DNA^jtt)b<«'^ 
N A ViTlgiH bfe O t (r»\'i y U if — > 3 >fc J; o TilSiJ-r S 

e:t*tT#^„ /W>^UiS^-rif-'>3>(D::^^^Sv M;^^^, ^ix^^.^-- 

::i>^5^ (Molecular Cloning) 2nd (J. Sambrook et al. , Cold Spring Harbor 
Lab. Press, 1989) \am,(r>:)3mn.E\zm.-:>xnU^^t.ifi-Q'^^. ^Tzl. 
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-s.uper Express Km (^Sit (1^) ) > Mu t a n'^**-K 
mm m) ) fSia^m^^X. ODA-LA PCR^. Gapped dupl 

ex^fe. Kunke 1 m:^E<D^i^^jim<D:^m^^\fm^n^\zmu^:»mz 

■■ ;i'D->Yt:$nfcFPRL2^3-Ht-SDNA«e6<J{C«fcO^©*^, S 
b.-*fc3' mi^miZ\t.mwm±Zl\i>iz\^x<OTAA. TGASfe«TAG 

Srn-F-r^DNA/5^e.@6*I^:-rSDNA^>tSr^i3tt}b. (D) ^DNA^ 
>t-S:ii^?5:|^^-^i^iS^-tfj®7'D^-^-©TOtCil^T'5 r ^jmiit- 
^^^-iiVXit. :kmmm^(D':fyX^]^ (M. pBR3 2 2. pBR3 
2 5. pUC 1 2. pUC 1 3) ; fe^Mfi^oy^X^ H (M.. pUB 1 1 

0. pTP5, pci 94) . mmm^^^xs.}^ pSHI 9> pSH 
^7-r.;i/x. A'^a.D«i7-r;i^X}^^0«it»':7-r;p:^;a:^ofa, pai-ii, p 

XTl. pRc/CMV> pRc/RSV, p c DN A I /N e o;^ 
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m^:^V'^^)\^7.mmx'$>^m^}t. spoiya^-^-, sp 

HOSyD^:-^'-. PGKyD^-i$^-, GAPyn^-^S'-, ADH^^'P 

s V4 0 o r i ^zmmr^m^i>^$>^) f3i^^^mvx^^^h<D^ml,^^^^ 

h f r i:IH&l5;-r^:^'g-:^it^S) Jt^^ C^Vhl/^-fe-h (MTX) mm . 
&n§, W\z. CHO (dh f r-) JMHa^fflV^Tdh f rj«'&?^S*^-7-:^7 

^m.(DN^^m\z.Hm^^. m^ti^jL^^^^}\iTmmx^^m^\t. PhoA 
?t^>ot^^T^s^^«, MFof . >-ifi-jim^L SUC2 • zy^^jmmu 

©i: 5 fc LT«||$n;fe5^^ig© F P R L 2 -SD N A S:##-r 
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X'>xUbT®ll©:ft#:Mtl/T«. Xv'xUty -nU (Escherichia col i 
) Kr2-DH1 i^tii>^—i>yifX':t':f'1f'i-z^3±)V'Ttl5^S.— ' 
:^:/-th-<x>>'-rX- :t:/-if (Proc. Natl. Acad. Sci. U 

SA) , 6 0#. 1 6 0 (1 9 6 8)], J Ml 0 3 l^^-iUy^ - Tz^yX 
5 • U1^— 5^ (Nucleic Acids Research) , 9#. 309(1981)). JA2 
2 1 (e?^— • • =EU^=Ly— • /^^rtUS?— (journal of Molecular 
Biology) , 1 2 Om. 5 1 7 (1 9 7 8)) , HB 1 0 1 ii^^-i-JV • r^*:;^ • 
• /NW ^0>^- 4im, 4 5 9 (1 9 6 9)]. C6 0 0 iz^a:. 
^"r^yi^Ts (Genetics) . 3 9#. 44 0(1 9 5 4)] •fS.Eifim^^^n^o 
10 /Wl/XSH^rbttt^ m^\t. / Wl/X • (Bacillus subtil is 

) MI 1 1 4 i-J—y, 2 4#, 255(198 3)], 207-21 CS^Y- 
• • /t'frt'Jr^X hU— (Journal of Biochemistry) . 9 5#. 8 7 
(1 9 8 4)] /^£/{>tffiVie>n-g)o 
^SihbTt*, mX\t. ^ylJU-^^-^LTs -kUfv-X (Saccharomyces 
15 cerevisiae) AH2 2, AH2 2R-. NA8 7-11A, DKD-5D. 2 0 
B- 1 2^ -yV-^yfJW^^^7<. 5}?>'^ (Schizosaccharomyces pombe) NC 
YC19 13. NCYC 2 0 3 6> \f.^T AxhUX (Pichia pastoris) 

20 (Spodoptera frugiperda cell ; S fWif^) > Trichoplusia ni<D 

^m^^(OUQ imik. Trichoplusia ni©^*3l5©HighFive'^**i^|ia. Mamestra 
brass icaefi5|5<D|ffl)ISSj/ct*Estigmena ^ciQK^^(DM^UEifi^\i^ibH^o 
-r;i/X;&tBmNPVCDi®'a-}*^ m:^^m\MU (Bombyx mori N; BmNm) 

uEii'^m^^^t\.^o MS fmitxTt^. ^xk-i. s f ^mu mzz crlith 

25 ) > S f 2 liiaiig (m±, Vaughn, J.L. 5.. -f > • ^-T^J? (In Vivo) .13, • 
213-217, 0977)) fS.Efl^m^'^^t\.^. 

— (Nature) . 3 1 5#. 5 9 2 (1 9 8 5)], 

mimu^\^^\'^.. •^)]/muoos-i , vero, ^^^-rn— x 
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-r~-XAAXi5'-MCHO i&j^. CHO (dhf r") «^[9Sl3) . ^ 

— (Proc. Natl. Acad. Sci. USA), 69 #, 2110 (1972) ^z^—> 
(Gene) , 17#. 107 (198 2) f3:a\zmm<D:^m\zm'DXnU^ 

v^x^-T^W" ^^/i'X (Molecular & General Genetics) , 1 6 8#, 1 1 

1 (1 9 7 9)f3ia\zmm(D:^miz'^'Dxnf3ioz:ti!)^r^^o 
mM^mmmm-r^izu. m^u. ^ v vx-^r >-x>-y-v^Dv'- (Methods 

in Enzymology) , 1 9 4#. 182-187 (1991) . yn>/— >?>^fX 

15 •:^>'3:^;^•T;^x^--•;^*y•1J-'rx>wx•^y•-^f -a. 

—XXX— (Proc. Natl. Acad. Sci. USA) , 75 19 29(1978);^ 

E\ztm.<D^mz'^^xnuo^tifix^^. 

Bio/Technology) , 6, 4 7-5.5 (1 9 8 8) iS.E\zmm<0-^mz^'oXn 
20 iSi'^Z.t.ifiX'^^. 

hn-)V; 263-267(1 995) (5t»^ff) . UUZ^- (Virology 
). 5 2#, 4:bQn9 7 3)\ZUm.(D-:}3m\Z^'DXnt^OZLti!fiX^^o 

<fc"5 iCbT, F P RL 2 ^3- H-r-SDNA^-g-W-r-S^^^iJ?^- T 

m\zm.m-^n^mmt.\^x\t.m.w^mtim^x^ri, ^(D^\z\tmi^m.^mw 



wo 2004/095023 PCT/JP2004/005829 

37 

^yh>, *if-rx '^x^x, ±3.^. /^i^^zyammmtsiaomm^rc}^ 

^y^$"g'tfM9JSfl& Ca^- (Miller) , i^^— • ^ • Xi?7.,^U 
>!y • ^> • — v'ai^^^^ (Journal of Experiments in 

Molecular Genetics) , 4 3 1-4 3 3, Cold Spring Harbor Laboratory, New 
10 York 1 9 7 2D AW^bV^o Z.ZL\Z>Z<m\Z.^K>^U=^—d'—^1^m^<Wif)^'^ 

^t^^^Xv'a: U tlTMmt^:^'^. 15-43 "CTi^ 3 - 2 4 

15 m±tfin^)V7.mm<om'^. i^mmi^m 3 o ~ 4 o -CTi^ 6-24 i^^f? 

(Burlcholder) CBostian, K. L. T'nv'— >?>^^X• 

::^->^ • if • r^v-a • T:^7^^--:^y •-y--rx>wx-:ry-if -a.— 

20 x;^X— (Proc. Natl. Acad. Sci. USA) , 7 7%, 4505(i98 0)] ^ 
0. 5%;^7lf^ym*'^#-r^SD^% CBitter, G. A. 6. :7'D->->?>^X 
• • -tf • -Tzyai-A • T:^y'^— • rt:/ • X>>-r X • • -13* • a. 
—X7.X— (Proc. Natl. Acad. Sci. USA) , 81 5330 (198 4) 
] f)m\/f^n^o :^fife®pHtt^5'-8(CillE-r§©J&W*bVio 

25 ^20-3 5'CT^2 4-7 2NFF^fTJ^V\ 'S^-m^zmUXM^'^mW^Mpi^o 

Grace' s Insect Medium (Grace. T.C.C., ^^5^-^— (Nature) , 195, 788(1962) 

mm<D pHitme. 2 ~ e . 4 \zmM'r^ odaw^ b v^, i^m^tm'^m 2 7 1: 
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5-2 0%©B&ie^jfilti$#tfMEM^% C-y-<X>X (science) . 1 2 2# 
. 5 0 1 (1 9 5 2)3 . DMEMi^fJfi i^^uui^- (Virology) . 3 

9 6 (1 9 5 9)] . RPMI 1 640iS«& • • If • U:«7 

> • ^^^tl)V ' TVzyJL-i^a > (The Journal of the American Medical 
Association) 1 9 9#. 5 1 9(1 9 6 7)]. 1 9 9i^% cyPv— >'>if • 
:t >^ • 1f . y -y-^ jlt-^ • :7 • lf . 7 W :t n '^y^^7.> (Proceeding 
of the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)D fs, 

O'CT^fJl 5-6 Ol^l^ff:^^^, i^^Mfci^>i:Ta^-?>^i^^ijp^§„ 

P R L 2 ^^j^i^ b © § d i # -5 „ 

^bfecD-fe. j; D F P RL 2 ©mifttb?K^#-5:;^^;5:£;0tjS 

iiffivi&n^c ^mm<omzmm^mmirr=Li^>nia(DmBm.^'m\^. h 

z.(D^o\zhxnib ntcmm±m. § vi^iatHMEf iz^^n^ f p r l 2 
(Dmm\t. ^i^'j^m<D^m'mmfkt:mw\zm3^i^'^t>^xff^vz.tif)ix^:s>o 

T^:^m. m^m. m^smm. ^^usd s-^uT^^jj].r 

5 ^'yj\^mm.^mm:/3i^(D^tLx^'?m(Dm^mm'r^:&ii. ^:t>^^^ 
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r^m^\z\ti^i^^ii:m<D::^m^^\^^\t^ti\zmc^^mz^v)^ mmi^^rci,m 
mmmm^im-^i^^:itiz^v)\ ^Mizmm^inxtc^. ^^r^:/^}^^^ 

^^hUy-». T;u^n;i/x> K^y5^i5^-if, yD^-r>^:^-1f. 

f3i^iz^r)m&'r^zLt.i!i^x^^, 

2^^BJ©F P R L 2 iZMt^mmt. ^^B^CDFF R L 2 ^irCi^i Vxm<^\ 

^i^^j^^om^^Tcitmsk^cDmmmiz'ii^^ xmrn-T^ z: h7t)^x^^o 

tCl-ene^^SVi^^a^*, #f^^Ji:<i:fetC^#$n§o ^^td^UTJa-^jg^ 
^:^;/h\ 7^yh. ^=^pmvf^n^i!)t. '7^7.^^z:^^y h 
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)V7.^-f>(D-^m i^^^^- (Nature) . 2 56#. 495H (1975^ 
>^Vn-Ji^ (PEG) •^±>y^^-i)U7.:f3iEi!)m\ffBtl^7!)^. 0*b<« 
#®IM^J!ai:LT«, NS-1. P3U1. S P 2 / 0 Jfe 

• e,tisdt, P3ui7&w*b<ffiv^f>nso m\^^^n?>m^m^mm mmm 
M) ^tnmmmm^t(DB^h\^^itm\ti : i~2o : immx^o. pe 
G m^v<\t. PEG 1 0 0 o-PEGe 0 0 0) 0^8 o%mm<Dm 
m^mu-^n. ^20-4 or. ^?*b<«^3 0-3 t'ctj^i-i 0^^ 
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■g-tTR p M I 1 6 4 0 mm. 1 - 1 0 % (Dt^m^m^^^t^G I Tl^m 

mmum (m ) *fc«A<r>^u F--7^«fflMjfiL«i§jffi (sfm- i o i. 
BH^mm m) ) f^E^m\^^^^tifii:'^:^o m.n2 o~4 or, 

(b) ^U'-^)vi^'^(Dmm: 
izmm. mm.mbm> 'i^>^^i$i m. deae) K^^mm^mm. mM't^ 

vrc-A^'oxnm-r^^h:fy^'^^^o m^}t. ^mi^m (FPRL2tn:M) 

«:itTA:/-T->iJ::^b, ^0.1-20.. ^?SL< i - 5 0Dfij'&T;*7y;w 



wo 2004/095023 PCT/JP2004/005829 

AS. 

10 ^rLJfiL?»'^'©2HUl5'D-:^;^^#:tt(^)S!l^«, ±iB0DjliLm4'®^#:«©Sll^i: 

15 ^:B&IBT§) 

ymSa^J^^Wf S^y^^l* (CHRP- 6) . 

ymiB^j^-^^f ^^y^^H (scpA) \ 

20 (3) msm^: ST^^nST^/i^lB^Jtl^-^fe^^^fitjicl^-OT-a 
jmWM-^^^t^^^^Y (RFRP-1-12) . 

(4) B2^j#-^: ^'^^'^n^T%jmunt.n~'^tz\%mmm\zM--oT^ 

25 ymSB^J^-^WI-^^y^K (-:i-Dpt>?>C ;Neur omed inC) 

mx\t. iTTO. ji$iB)ia> WMiMJia. i5?^uT«. mmmm: ^mmu. ^ 
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i)->^^M.mm. ^>'if)w\>xmsk. ^ikms^. ±&mm. f^^mm. mm 

m m. mm. mmm> :kmmfm. mm. mm. nrnTm. :km&m. mm. 
/j« > #it> rmi^. ^. mm. mm. ^m. ^mm. ^v^m. m<Dv. n 
m. mm. mm. m. mim m. ±m. /jNjii) > Mm. >bm. mm. 
mm. mmm. ^msk. miLm. m%. mM.. mm. mm. 

^^^'Wxoy^nx^^^u^^hph^nmzm-'X^}^. yMMm^<DT.5. 

nUX yPUX :7xn;VT^z:>. hUyh:7TX P^5^:t->;&:f5&t^ 

: 7xm.-^n^7^ymwmt.mnm\zm-<Dr^ymm^\t\^x\t. mrs. 



wo 2004/095023 
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i 



^/b. mmm^i 3, i3^j#-^: 4. mmm^: 5, @g3?ij#^: e^^t^ia 

(DT^ym^X^Vrcr^/Wtrnm. b) gB^J#^: 3. BB^J#-^: 4, SB^J 
«2M£^_h («3J;^tfl-'3M@^. if « 1 ^?t«2<@) (Dr^ymi)m 

■mvr^iT^ymMm. c) Ba^j#-^: 3. mmm^: 4. bb^j#-^: 5. sb^j 



wo 2004/095023 
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h-y mi^mm^m ^:?5:0"5Sfi£lc©^5f5^y5^Hga^j (0imt. FLA 

. :&^;0^C5fc« (:^;W2l^^v';U5^^) Tabs. S3a?>J#-^: li?^$n§T 

;i/3l?^>';i/S (-COOH) . :j!7;U3j^^'>i/— h (-coo-) . H (-c 
0NH2) *fe«xx5=-;i/ (-COOR) T^'pT'bcfcVij&t. T$HTa&'5:®-& 

ciiiTxx5";Kc:fefrt^R<hbT«. p^5=-;k X5^;k n-yntr 

- c i_2T;v^;i/^'fo b < a -^y^A^^'^ji^^o a -^y^)v- c i_2 T 



wo 2004/0<>S023 



46 



PCT/JP2004/00S829 



(1) GHRP-6 : 

His-Trp-Ala-Trp-Phe-Lys-NH^ (BB^J#-^ : 3 ; T r i>\tDii^X$>^) 

(2) SCPA : 

Ala-Arg-Pro-Gly-Tyr-Leu-Ala-Phe-Pro-Arg-Met-NHj (M^m^ : 4) 

(3) bhMRFRP-1-12 (hRFRP-1-12) : 
Met-Pro-His-Ser-Phe-Ala-Asn-Leu-Pro-Leu-Arg-Phe-NHj (Ba^^J#-^ : 5) 

(4) r/^^MnoL-D^y^^HY (pNPY) : 

Tyr-Pro-Ser-Lys-Pro-Asp-Asn-Pro-Gly-Glu-Asp-Ala-Pro-Ala-Glu-Asp- 
Lc!U-Al a-Arg-Tyr-Tyr-Ser-Al a-Leu-Arg-Hi s-Tyr-M e-Asn-Leu-1 1 e-Thr- 
Arg-Gln-Arg-Tyr-NHj (ia^J#-^ : 6) 

(5) t hM— rL-Dp^i?>C (hNeu r ome d i nC) : 
Gly-Asn-His-Trp-Ala-Val-Gly-His-Leu-Met-NHj (g3^J#-^ : 7) 

m. mmm. ^mm) ^prnm m. rMv^mm mt(Dmm\^^^ 
m^\t. mmwt mx^t. mk. u>m. Mii^T^mm. mt) ii<Dm.. $> 

9- i^'^mmzmcxmrnr^ j: t %x^^o 
b h^#b hmm.m^om.^^rcumm^^mm'r^m'^. b h-^#^b hut 
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47 . 

^ H^5^;i/#J3&, ^vr^vjvr^mm. 4- (2' , 4' -s^>^h^i^y 

x.:=.)V-}z\^a^z^y<^)V) yx-Z^zymm. 4- (2' . 4' ->?^h4^'> 
10 :7x.-;i/-Fmo cT5yx5^;p) yx.y^zymm^^mf^ciiifti'v^^o 

20 e»n§, z.n^iz^^mmt^zj,t^±s,^mmmimm m^\t. HOBt, h 
ooBt) ii^%\zumy^ym^is.^mm\zmm'r^7b>^r:iit. Mm-r^m 

^mrs. ym<Dmmt^fff3:-orcmzmmizmi}a-r^ z. 
umr B. ym<Dmmt-^mmt.(Dm^\zm^^^n^mmtvx\-i. t^u^^ 
25 9-]^m'^!^fi^izmmv3^^ti!)mibnx\^^^mm7i)^&m:^ii^n3^o m 

N, N-S?^5^;U:d^;i/AT5 H. N, N-e?;»^5^;i/T-fe hT^ H, N- 
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:^r;i/7}^-;K c 1 -z> Br-z. T^^>5^;i':t^>':^;i/7}^n;K hU:7;^ 

T;u^;i/x;^5=-;Hb (^a^ti. x^;k 

T;i/^;vx7.T-;Wb) . T^;w=^;vxx5^;wb (MAt^, ^>s^;1'x:?;5^;k . 
4-xhD^>>?;i/xx5=-;K 4->^ h^>'^>>?;i/xx5=-;P, 
>>?;1/x;^«5^;k '^>XtHU;i/xx5^;i^'fb) \ ya^-^zyji^^L^i.T'Mt. ^> 
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^)V. Bum. Boc, Trt> Fmo c^;!&tffiVie>n'5o 

2, 4. 5- hUi^nn:7iy-;K 2, 4->?- hn >'jiy-;K v'T/^ 
5^;i/T;i/a— ;k a°^— hP:7xy— ;k honb. N-k hp^>';3;^s^^ 

N-t Kd^->:7^;K^ H\ HOBt) <i:®XX5^;W ^3&tfflVi6,n§„ 

-2 0-4 o'C(DMSTff?^t5n^/&«. ^Ma{c*5ViT«> mx\,^. txv- 

;k >'xy-;k 5^^Txy— pt^^i^y— ;|^^ s?;A5=^ 

(hbTfflVie>ti§2. 4->?xhD>'x x;i/^ X y — {c: J; 

«±I3®1. 2-X:$'>i?5^:t-;k 1, 4 >>?5^:^— ;P^cr)#iaET<3D 
m^saaicJ^Slltt^^fi^^tc. ^7Km<b:^hU»^A^^, ^T>^xt^{cJ:S 



wo 2004/095023 PCT/JP2004/005829 
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(i) M. Bodanszky cfeJ:!)? M.A. Ondetti, ^^^^H • v>-fe>^;^ (Peptide 
Synthesis), Interscience Publishers, New York (1966#),- 
25 (ii) Schroeder:fecfctA-uebke, if • H (The Peptide), Academic Press, 

New York (1965¥), 

(iii) mmm^m. ^zf^ i^^^zcommiimm, ^mm) nmm . 

(iv) ^^^-mm ^^zsmm^^. ^it^mmmm u ^sM©<b^iv. 205. 

(1977¥). ^^xs 
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(v) ^mmm^^. mmm^omm. mums jxfimmo 
^(D:^f^^^v^t^n\zmv^:^mzj^'Dxmmi^^rcum(Dmzmm:r^^ 

10 \z vxnm.T^ ei hti^x^^o 

U:«f>F^:;^5^H. FPRL2, FPRL2*3— h-T^dna (OT. * 

^-r§T>5^-fe>;?.DNA (£AT, .2^^BJ<Z)T>5^-fe>XDNAtlll&tfi-r'2>J^ 

(1) 3^^?9cDFPRL 2©aii^i^jc:ii]gT'5^s©^s& • mmM 

U:«f>H^:/5^H«. Uv^;>l<^:;^5=-F'bb<«FPRL 2^;^«'en^rr 
-H-rS:^U^i^l/:t^H (^J, DNA^) T^ftcM^dt^-^feO. ^MbX 

20 0km.. 0km^mmm. rz^V>m (Addison* s disease) . gH^aS 

mmm'^mmmitm. (als) . x-rxii^) . mmk. mmm. mm^k (m. 

mitm. h^z^yi^z^ay^mm^) . ^km^mmm m. ^n—>m (crohn 
' s disease) . mmii^mw . 0kmm$mm m. nmm. mm> m-^ji^ 



wo 2004/095023 
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^;^c^AFPRL 2(D^^i^) S#>5>tVi^:^-g-{C:. a) U ^> H^:/5^ H ^^t^ 

F P R L 2 U > H^y^^ H^^cttF P rl 2 <Dm^m^ 

VTc^O. b) (-f) FPRL2^n~H-rSDNA^MS#lc:S#b^31$-& 
SJltJCctoT^ (D) *fi^a:;5:SiiBliatc:FPRL 2?£3— Hf -SD 

m^(Di^mz^n^ U F-^y^ H *;^f*F P R L 2 ©SS:iiira$-&. U ^ 

Lfe*>*oT. a) U;^>K'^y5^h\ b) FPRL2*;fe«c) FPRL2 

U:«;>.H^:/5^H*3^«FPRL2(3D^«g^^}c:il3l 

Mi^m\Z\t. U:^;>F^y5=-h\ FPRL 2*fe«2^^Bjo[)DNA«. 
mM. T V)\^^-Um. ^mmmm.. TW >m (Addison' s disease 

mnmmw mmsk:sLnmmmm<Dmssaf^mm. mm^^m. wmmm. 
^>v>m. mmmmmmmtm (als) . j^^xmm.) . mm^^. mmm. 

>m (Crohn* s disease) ^ mm^i^m^) . 0i:'&m^Mm (M. mm$0k. 



wo 2004/095023 
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a) U:^;>F-^:/5^F. b) FPRL 2 ^fefic) ;*:^b^©DNA 

i^^^fc/SDT«f3Jc^Mbfc^j. ;j!7:/ir;i/^j. xU4^'>;u^j. -^-r^^njj!? 

m^^. a) U:^f>.H^:/5.|.^ b) FPRL2^fe«c) :^%b^0DD 

^mm. ^^Mtj:Ei:thiz-mzmjt^nrmmmmiz^^^tL^m^mm 
'<^<oumz^ &izmm(o^3y3ii&:^m^>s:^mr^cti!)tx^:^^ j^it©^ 



wo 2004/095023 
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-^-^8 0^^ HCO-^5 0) J5:^<t#fflUTfeJ;V^o «^tbT«. ' 

sfc> JiiB^B& • mxu. mmm mx\-s:. ^)>mmmmm. m 

±^J/fe^t@B^L.Tfej;Vi„ ^M$n;fcait?g^«®s, M^^T>y;i/fc^jK 
(M;5ttdr. -^^7.:^-^^. Pzv', 

(#a6 0kgibT) (C:feVvT«, -HfcO^^O. 1~1 0 Omg. ^^L. 
<\tm\, 0-5 Omg, ^r,n'^\,<\mi. 0~2 0mgTfe-5„ #^MP 

(#fi6 0kgtbT) fc:feViT?*, -BiZ-O^mo. 0 1-3 0mg@S. 
^g^*b<«^0. l~2 0mg@aP. J:pfiF^b<«^0. l~10mgS^ 



wo 2004/095023 
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fo^m\t$>^ib^. mn^^om-^. —mmizm^^t. f^wf±mm mmeo 

kgtbT) Jc:^ViT«> — 0{C":3^^O. 1~ 1 0 Omg. B^V<\tmi. 
•0~5 0mg. J:0$f^b<J^^l. 0~2 0mgT25-5, #j^P6<Jiw^#T 

kgtbX) tCcfeViTf*. — BlCO#^0. 0 1~3 0mg5gS. 0^U<Ji 
^0. 1~2 OmgM, J:D$f*b<«^0. 1 ~ 1 Omgig^^^Mait 

(2) ite-^^^^J 

t: h^fc^mSji^ (M;^^^. ^^;/h, -^^X. "^tJ-^^ h^;/>?. 
iS'^ >^->, -f^. JC*5tt^*B?^©FPRL2S;/b«^©ia5 

^^^^T-^, N A * fc«m R N A ® it JW 25 S £ (D jlfe 

2^^?g<DDNA^ybt^T>5^ir>XDNA^ffiVi^±.|B<C>3ft^-?^if«. M 

^t^. S#:^^<z)y-if>/w::^ua^-fif— >3>^PCR-sscPts 

y^^yi7:^ (Genomics) , ^5#. 87 4~87 9H (198 9¥) . yD-> 

^ • XXX— (Proceedings of the National Academy of Sciences of tlie 
United States of America) , Il86#, 2 7 66~2770M (1989=^ 

tH $ nr^im^^ pcR-sscp^j'i;{?DNA (Dmrn^mffi^^ $ ntc^^ 
mx\t. p^m. TV)v^-mm. ^immmm. yz^v>m (Addison 

' s disease) . g B^^lt^Jfll^t^lfiL. ±#j4xUX-T h-5^X, U 



wo 2004/095023 PCT/JP2004/00S829 
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/^-^>v>m. mmm^mmmitm (als) . x-fxp)^) . mm 
m ^u-^m (crohn' s disease) . m^^^±f^n) > ^mmmm ( 

T-JV>m (Addison' s disease) , gB^^li^ife'&^jfii. i^^l^xUX^ 

m^\t. rjwy/\-^-7-m. /^-=^>v>m. mmmmmmmitm (als 
) , x-rxflgjgi)., mjmi. mmm. mm^i: mmmmv^-^^. 

^mmm) . ^^m^m^m ^ti->m (Crohn* s disease) . mmii:k 

mm . 0kmmmm m. ^'m^. m^. m^)vn>( f-'>x> j§*i^) . 

(x-rX) tcJ:§M?SM) . WiWmtm..^u-iyy3u}VV-^n':rm. ^-i 



wo 2004/095023 
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(Addison' s disease) , S B^^tt^JfiLttfilJfiL, ^^t^X'JX'y'] — ^7.. 

)vvi\-i^-m.. n-^yv>m. mmm'&Lmmmim. (als) . x-txhk 
. mmm. itttn^ue^-^^^^j^^ng?^, 

^^'^W^ (M. ^U—>m (Crohn* s disease) , '^m'&L-X'^m > 1*^3^ 

itMj^s (M> 'mm^. ii*if;i/3-r k-s^x, Mi^:^) . a^sv^tts 

T?^t>^. m^U. (i) .#^khPf?Li&#J(7)a). Jfi^. b) #^ 

(om^. c) l!)i§g>5^e>^itlb:/c:mill'bb<JMJja. (ii) 
Jc:#Sn-52^fi§^OFPRL 2®mRNA«S^al^-r'5^:^:^CJ:S. 2^!^I8<3D 
F PRL 2 <DSi3g»^^^$'&^ffc;'&^g^Sfc«-e®lt©Xi' U-X>if^^& 

:4^^BJC>F PRL 2 ©mRNAaoiR)^}i:g,#:e5(c:«i5/.TCD<k5{cUTfi';^ 



wo 2004/095023 
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(i) iE'^$>^\r>\tmm'ey^)V4}^\ihm%mi^ m^\t. ^^7<. ^^h, 

;&?*lCc};Om#/0^e>mRNASriftaib, M^U. TaqMan PCRUE 

(ii) *^igcoFPRL 2 ^^mt^Mnmmi^^±^(D:&mzm\^>mmv. 
^Bm^^mz^^n^^mM(DFPRh2<DmRNA^mmizvx^m. m 

(i) iE'^m^\^^\tmm'E^)if^\ihm^mm\zi(ivx. mm$>^^^umm 

(so^i-^-sH^. B^i.<\timmWi^2Bm. ^^ftf^vKuimmm 
'^2 4mmm . ^fc\-mm$>^\^^mm^:^huxtmm\zum^^m^^ 
^v.'^^-mmmmmwi oo^a-^-sa^^ »^v<\timrm--2B 
^^tif^v<\timmm^2 4mmw . mm\z^^n^:^mm(DFPR 

(i i) Mmmmi^^nmiz^m^mmT^mzum<t^m^mm^izm^'^'it. 

«2 0^-3B^) , mmMmmmZ'^^n^^^m<DFFRL2(DmRNA 



wo 2004/095023 
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x\t. mk\tt. Mim: mxit. mm.. v>wt. .M:it7i<imm> mttsia) t<D 

m0F p R L 2 (Dmmm^misa-^-^^ ^hiz^v)^ f p r l 2 ^^r^mmm 
m^\t. r.^^}^>mmm. T±^jvn^j>mm. mmnca^^mm. 

^it^m. (n) 2f:!^^®FPRL2©S^31«^Mi!>$i±'5C:t{;iJ;i9. WM 

(M> ^mmfs.E) ti.Et.(Dmm\^^n. trit^ii-^^n^mztm^n^m. 
mmm^v\^^o <i(Dm.nMLtxn. m?LU. wmm mx\t. mm. u 
>m. %i\:,^Mm. mmn.E) torn, ^^^i^tmmm mx\t. mm. ^m. 
':ru\d^ym. y'^)vm. ^u-i>m. u;\i7m. m^m. i7:r>m. v>=r 
wm. ^MMm. }<^>x)v-^>m. ^>if>7.)\^:^>mtsiE) tcDrnts: 
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^k'^^M^B. Ti^V>^ (Addison* s disease) . S S^^lt^jfiLft 

mmmm^t^ (als) . x.-(xmm . mmik. mmm. mm^ m. 

#jfiL5£ (M. mskm. mM^^z^ay^. if^mm^->3y^. ^^Aj^itmstL 
m.- h^z^yi7>^3 y^^mm).0km^mmm(m.i^ti->m(CTohii's disease 

m^^. mm&s mr^a. mzf^m^±^^m - ^m-r^^t^^. 

i^V>m (Addison' s disease) , ©B^^tt^jftLtt^jliL. i^^l^xUXT^ 

m^\,-£. mmsk:BLZf:mmm^(Dm 
jsnwrnm. m^^m. wmmm. mi^m. ^^^m^tmm) . nmmi^mm (m 
xitt. T)wy/\^-?~m. A"-^>v>^, mmm^mmm<m (als) , 
x-<xr^3S) . mmk. mi^ms mmm m^mmv^^^. ^mmm^ 

m^z^3y^, ff^mmi^iyayi/. ^^j^!m\^msiiLm. h^i^y^iyay^^^ 

mm) s ^kMi^mmm ^u—>m (crohn' s disease) . mm^±m0k) . 
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a. wizmB> TU)i^^-mm.'0i^. 0km^umm. n^vym (Addison' 

s disease) , gB^^tt^Jfill^^jfil, ^#ttxUXTl — "tT.. U»> 

-m. /'^-^>v>ms mmm\^mmm^tm (als) . x.^xmm . mm 

m m. ^ti->m ccrohn' s disease) . mm^i^m0i) . 0kmmmm m. 
m^m^ks mm. m'^)v::i-c}^->^7.. mmm) . $>^\,mmmn m. mm 
\zj:^mmM. m^mmm. Wi^i^-^mp^^m^m (x-rx) {c:j;§ii?fi^M) . 

T-yV>m (Addison' s disease) . g B^^IS^jfiL-f^^jfiL^ 

mx\t. r)vyM-^—m. n-=^>v>^. mmm^mmm 
Ybjfe (ALS) . x^xr^^) ^ mmk.. mmm. mm^k mitmmv^ 

m> ^skm. fisukmki^3y^. if^mmBi^3yi7. ^"^A^i^mskm. 
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-yv{7iyBV^mmm) . ^^^m^ ^u—>m (Crohn* s disease 

mmm.. mfsia. mzft^^±<D^m - mmmiii^T. i&m^^^± 

^p-^'^^^t^m^r^\i'3i^(Dmt. ^mm<DF p rl 2 ©%3iii#jc®Bt-s3^ 
m. m^\t. mB. ruiv^-mm. 0km. 0k&mmm. T-Jv>m (Addison 

' s disease) . S B^^te^Jfiilt^JfiL^ i^*"l4xU h-5^X, U 

-m. A-^>v>?^, mmm^mmm<t^ (als) , x.^xmm.) . mm 

20 m m. i7U—>m (Crohn* s disease) . «3^tt;^]^|J^) , 0k.msmmm, ( 

m. m.^m0^. mm. i*-y-;u3-r h— s^x. m^^m . ^^Ximmmn m. 

TU)i'^—mm. 0km. 0k'MmmmM. J-Jyym (Addison' s disease) . 

mmm m^\^. mmsk:R.zsmm.m^<DmsfnMmm. m^nm. wmmm. m 
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>y>^, mmi^ikmmmikm. (als) > xH'xr^sg) . mm^k. mmm. 
>m (Crohn* s disease) , mm^-xm^) . ^^m&mM& m. m.^m0k. 

x4¥mnmizmmx^^o mx\t. mit'^m^^m^mzmtb^n^'i^^<Dm. 
20 m^m. mmm. ^t:^;k mmnu ^mu m^Mf3:atth\z-mz 
mib ^n^mmmmiz^^^n^^iiLmmmmxmm'r^ ^t\z^^xmm.T 
sdii^tT^So z.n^mm\z^n^mmm^m\tm^-^nrz.mm(Dm^rj:m 
m-^m^n^^'o\z-t^h(Dx$>^o 

:^':^±:Jvm:^^\zMm'r^^hf)tx^^mmm^:l^xl,t. mx\tt. if 
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^-^8 0■^^ HCO-5 0) 7^£t#ffibTfe<kVi„ ?ft14?^i:bT«. m?L 

±iB^B& • mmn mx^t. u m 

ifc^j?fe^a:BS'&t-Tfej:vi, PK$nfcaMM«ai^^. .m^-fs.r>':fMz^m 

?Li&<^ ^>;/h. -T^X. "^-y-^, t:^>>^^ C^i^, -Tp?. 

Jn-rs<t;-&^<£r^O. 1-10 Omg> if^b<«^l. 0~5 Omg. J:D^QF 

-0fCC»^2^^BJ(7)FPRL2(7)%i^»<&i«ilOf -S-fk-a-^^^O. 0 1-30 
mmUm.. B1^V<\'mo. 1~2 OmgS^. d::D$f*L<«i^O. 1~1 
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(4) :^^BM<Dm^^m^^^mm:^m 

^^m<DFF R L 2 fcMt-s^#:«. 2^^B^<DF p R L 2 ^i^mmizmm-r 
^ ^tffi-v^^co-v. ^^m^oF p R L 2 (D^m^f^m izmm-r^ z. tj&t-t? 

OT. 2^!^§i0 F P R L 2 iC*fr §*T:#:&ffi Vi§ F P R L 2 (D^mm^Z-Dlf^ 
(i) 2^^BJOtn:#t. M^M43j;qC:^^{b$nfeFPRL2i^M'&6<J(cS 

liS^it. Mii:#^{c^'&bfc^ig'ft:$n;^F p RL 2 <3!)i!i-a'^£^^t--5e:t$# 

m<h"r^^^?g4'OFPRL2(D^«?S. 

^it^ao^f ^ ZL t ^^m.^r^m^m^oF p r l 2 ©^»?£^*i#^-r-5o 

-hia (ii) ®^«fetc::feViT«. -;^<^)in:#:*^F P RL 2 ODN^gP^^igil-r 
Sin:#:"r. m&omm^F P R L 2 (7) C^glSiCS/S-rStn:^:^ a&-5 t d^M* 

F P R L 2 {3^f y U-^JVtKi^^m ViTF P R L 2 

^^m(Dm.^^mif^^FPRh2<Dmmmt. mzmm-^n^^^^ox'^t 
tj:<. ^mi^m^<D^mm mx\,t. fprl2«) izMmvrctn.^. m,mh 
b < ^tifi^~wMm^i^<Dm^<t^m^rc\mm^mmiz^ ^J^m ein^ 
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ViS:5r^Tt>c};Vio mfl^iibTfa. T?tfD«-x. 5^4-xh^>, ■fe;PD-xfj: 

TfT?5:o T'fej; mmitm^^zPfm<t(D-:^mm^<D^ti^\zmc^ zl t 
3&tT#§„ sfe. i)->}^^ y^mz^^^gimmmiz:^\^^x. mmmm,i^$>^ 
^^\t.mmmtfimzm\f^^n^mmm^'rhhimmx^^>^^wmj:<. m^s^ 
m^\^±-^^^m(DE^x2mm&.±(Difii^(DM'^m^mi^^xh^\,\ 
^mm<oD-> y^m\z^^F p rl 2 ©iaijgstc*5ViT«. 1 ^A^jt-t 
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-So 

mtifii^^mm\z^^'^•^'^r:l(D%. ^mt.mm^^mt^o mz. \i^irt\fi^(D 

^)-fs,Ei)mm\zm\^^n^o 
^n^m'ii(o^m.^mmmk^^^m<D^m':^mzmm^^\z^t:L'DX\-^. 

mY^m\zm^m<Dmn(D^mmmm^m^x:^mm(DFFR-L2(Dm^ 
^^mmtn\t^\,^. z.M<D~wtmf^m^^^<onm\z^^^xvt. mm. m 
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m^&m^m} imsm,) m^m^. mm^z^^m . rMethods in 

ENZYMOLOGYj Vol. 70 (Immunochemical Techniques (Part A)), Vol.. 
73 (Immunochemical Techniques (Part B)), Vol. 74 (Immunochemical 

Techniques (Part 0), US Vol. 84 (Immunochemical Techniques (Part D : 
Selected Immunoassays)),' Vol. 92 (Immunochemical Techniques (Part E 
: Monoclonal Antibodies and General Immunoassay Methods)), IM# Vol. 
121 (Immunochemical Techniques (Part I : Hybridoma Technology and Monoclonal 
Antibodies)) (&,±. 7ti^5.y^'/U:^^^ff):f3:^^0m't^Ct7b^T:^^o 

^fkm> iikm^mmm. Tz^V>m (Addison' s disease) . SBi^^tt^jktt 

mm) . ^mmiimm mx\,t. rjvy/^-c^-ms A-^>y>^, ji^^j^ 
^mmwitm (als) , x-rxii^) , mm0k. mmm. mmnk (m; in* 

m.h^iyy^zyay^ mmm) > ^m^mmm (M. P - >^ (Cr ohn ' s d i sease 
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myai^. m-^a. mzf^^^omm-r^^^. ^•^immmm-r^ss 
'^Tc. FPRL 2 <Dmm(Dmmtimti^-^nrcim'^\z\t. mx^t. fprl2 

rz^V>m (Addison* s disease) . SB^^1*^jfiLfi^if[L> ^^m.JL 

^mm m^\t. rjwy/\^'^-m. /^-^>'jym. mmmmmmitm. ( 
alS) . jL^xmm . mm^i:. mmm. mmm: mi^mm^j^^^. 

lbLm.> 9iCJkm^^3^y^s \HmM^i^3y^. C^'^Am^f&iskm. h=¥->y^ 
i^sy^Mmm) . ifk'&^mMB cm. ^u—ym (Crohn' s disease) . jt 

m (Addison' s disease) , ^^'^^l&mh.^nM.. ^#j4xU;^*7 h-5^X. 

m . mm^. mwm. m. ih^mi&u^z-t^, m^'&m%u. 

m. ^U->m (Crohn' s disease) . mm^:km0k) . 
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(5) FPRh2\zM'r^7z:f=^Xh<Dy.^V'-:=L>^:^m 

H^y^^ }^f)^F P R L 2 ICi^'&T^ ^1 1 J: o X. c AM P ^ 

10 TFPRL2tc:^-rsJi|B'J:^>H^>^^HeA^©Trf-Xh (?c^U:^f>H. 

^^\z^n^. FPRL 2 ^i)^\^rdmm.p^cAMF&mMUWi'^^m^-ir^z. 

^:<£#iS:^t-^F PRL 2 l;:^T^Td'-X h 0^^^i*^*i#^-rSo 

ni/S^xh^n>. if)Vd^^y. -fen hn>, ^^hn 

>, PACAP PACAP2 7, PACAP3 8) . -fei5'l/5^>. 

tiz!y. tDVz^Vziy, THWy^>^rLU>, yThXr$'5^>. GHRH, C 
20 RF. ACTH. GRP, PTH. VIP O^^JT^'r^'f 'iy'rT.^^^ 

^5^U>. T5U>> :/^v?4^->. CORP (;tj;i/->h->>?->Ul/-5^ 

25 U— (M^ IL-8, GROof, GROjS. GROr. NAP-2, ENA- 
78. GCP-2. PF4. IP-10. M i g, P B S F/SD F - 1 
©CXC^^:^-<>i^-yr7T^U-- ; MCAF/MCP - 1, MCP- 2, M 
CP-3, MCP-4, eotaxin, RANTES, MlP-la. MI 
P-lj8, HCC-1, M I P- 3 a/LARC. MIP-3/3/ELC, I 
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-3 0 9. TARC, MIPF-1. M I P F- 2/e o t a x i n - 2 , M 
DC. DC-CKl/PARC, S'LCn.Eo;>CC^^ti^ y^^y r ^^) — 
; 1 ymph o t a c t i nfs.E<DC^'^ti^ >^yy r ^^)— ; f r a c t 
a 1 k i n efSi^cDCX 3 0^^:^-^ y'^:/yy ^ X>H-fe>J>. 

X>xn:^XhUX hXi5'^>. -rL-aT->'», TRH. A>^^T5^ 

^!yt^sJ?U^y^>f ;«f^x>, ^JV^xyy^^^wt (LPA) , x:7>r 
( 6 ) ^^m<D FPRL2i:U:^> f- H i CDM-irlt^fcti i/^f JIBM 

2^^§g®FP RL 2 ^m\^>^'fy\ ^^rMmm^MF p rl 2 ©i^^^^^^^^^ 

>H^y5^Hi2^^HJ(DFPRL 2 <t©^-&'I4*fe«5^i^^;i.^31^.^^b$-& 

^<t^m mxu. -^:/^h\ Mas. ^-^y^^K^^b^i^. ^mt^m. # 
jt ^5 f3Lit^m\z\t. ) . F p R L 2 ^^vxmmmmmm^^'r^^t 

2^^BJ®FPRL 2 JC^-r^TrfnX h) , (D) FPRL 
2 ^^t-§«fflJiS«^ti<£ia^-r'5'fb-&#J (ViibJ^-g). :*:!^0^C5F P RL 2 {3 
§T>i5'::f-7.b) , (A) U:^>H^y^F<i:2^^§gCDFPRL 2 tOD 

^'a-;tJ^ii^f a5§Vi« (-) U:j?f>K'^:/5=^Ft2^^5goDFPR 
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•tfSit)%. ^mmt. (i.) 2^^HJ(0FPRL 2 i:U;^>H^y5"F<h§S 
M^iirfd^-a-t (ii) 2^^BJOF P R L 2 i: U ;^f> F^^^^ H:feJ:tJC|«i^|b'& 

2^^HJ(DXi7U-->/f;^^(-43ViX«. (i) <i: (ii) (DM^lZ^i-f^. 

mx^t. FPRL2{c^-r-§>U:^>H^y5"h'(Dj^'gra, ifflia$iJS5:fili4;5:^^ 

^ ^y^K^2^^5^®FPRL2^:(Z>J^-a-14^^fti$ii:§'fb'&#l*;^^l-e(D:^ ( 
;«>^'T^^o U :^J> F t2^^0^©F P R L 2 1 ©Jig'&ttS:^>fb$-&§'fk; 

F P R L 2 i:<^)J^'&tt^^'ft;$ii■SYb'a•#^*;^^S^(D:^t>-^^e)T U ^> H^T" 

20 a)^iiL;/S:U:«f>H^y5^K^, 2^^§goFPRL 2J;:^ftl}$ii:fcj©'&t, 
^ii6bfeU;«;> H^y^^ K^<kt;f^®^fb'&4l^<&2p:%§g©F P RL 2 

^i^U:feU-:«;>H^:/5^F(DMFPRL 2{cMT^^'&S$ 

gij^b, i:k^'r^Cl<h^#^<t-r§U:^>F^7'5=-H.h2^^BJc[)FPRL2i: 

25 

b) ^i6L/feU;^f>H^:7'5^H^. 2^^W©FPRL 2^#W*rsSBiia*fe 

^-^m^^mmcDFP rl 2 ^-^^-r^mit^^rcummmomm^izt^m-^'^ 
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mi^^mmt^ ^t\z^'DTmmm±iz^mvrz:$i^m(DF p r l 2Kmm^ 
"^fcm^izmf^. mm vrc ^)i$> n^y^ hcdmf p r l 2 \zM'r^^^m 

^m^\^. Itt^t-^ Z. t ^^WLht^ U H-^y^^ H P R L 2 

d) 2^^BJ©FPRL2$^i4Yb-rS{t:^% (M^l^. 2^^0JODFPRL2 

\z-^t^ \^^^^ Yi^E) ^2^^Bj(DF p R L 2 ^^^-r^mmzmm 
•^^t^Lm^t. ^mm(o F p R L 2 ^mmtt^i\:,^m^^xsu.mit^m^^ 
mm¥VKi.2^^mr^mm\zmm'^^rcM^\z^n:b. FPRL2$:/h 

e) 2^^0J(DFPRL2$^mbT§{t:^i^ (M^^^. :*:^BJ©FPRL2 
S i: J; o T^Jjaji[±fC^?| F P R L 2 IC^M^it^^^-g- 

2f:!siBjoF PRL 2 ^mmtr^it^m^^xsuMit^m^^^mm-D-^ 
FPRL2izmm-^^r:im^\zm^. u^^^-mmn^it-r^mmmfs 

2^^BJ©7; ^ U -n>^;5rS® A#:6<j;^|JiB^^OTfc-r 

^-fs ^^m(Dx^v-=.>^:^mzm\^^^^^m(DFPRh2iii^x\t. 
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If^ffi. :^^m(D F P R L 2 ^^Wf ^Hi?Ll&%©l!ii§gCDJii|iamM^*WiiT* 
F P R L 2 

2t:^590FPRL2&Sl[3i-r^fc«. ±l2©:;^^6*tffi Vi€>nS50t, 

mv^xh^^K ^^m(DFPRL2^a'-]^T^DT^Am>^^m^wjmmm\z 

t^n^=LUyy-( }V7.\zmrr^mS^ni^m^^ (nuclear polyhedrosis 
virus ;NPV) Osi^U A K U >yn^— a^-, S V 4 0 a3|$(DyD^-iS^-, 

^—u iz<DTm \zm.^jitti(Di!)m ^ b vi„ l iz-t y — od« t ® 

«^ne^^^©::^feTfT'5c:t)^)tT#§o M7tf^> CNarabi. p. lf 

/t-r:^-av':^7;i/-y^XhU- a. Biol. Chem.) ,267 
m, 19555~19559H. 1992^3 f-tB«(D;^^{CtJ^oTfT;^5 ^ tjO^T^^o 

b?t:d«-pT, ^^m(D:;^^^j-->^:^miz^\^^x. 2^^bjodfprl2$ 

-g-^-rs fe© t bT«. ^ng#:^^a)^^jctjeoT3ifmbjt F p r l 2 

•oXhJzl^V. MFPRL2S:"^>tf §m^^V:»TfeJ;<. SfcMFPRL 
:^^m(DF P R L 2 ^-g-Wf SiBflg t LT«. MF P R L 2 ^^3^ b^clt^ 
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mmf)^0<^^n^m^(D^t^\,^^„ mi^(Dmm':^mtvx\t. Potter- 

Uhn> (Kinematica^t^) (D^^m^. M=^mz^^m^. yU>^:fU7. 

'L-i:}\z^^^mm^^thxm^^^ti^o mx^-£. mmmwm^i&m (500 
-sooorpm) xm^m (®^, 191-104^) M'bh. ±m^^i^\zm 

ji (1 5 0 0 0-3 0 0 0 0 r pm) Tal^S 0:$i'~ 2^r^m'L>L. #e.n^ 

MF p R L 2 ^^^•r^mis^'^mm^^oF p r l .2 1 «^7t d 

1 0^-1 0«^^T*a(D;6W*L.<. 10^-1 0 ^^^-^Tfe-SCD^^^WiiT* 

<uio. M^mrsix^ v-=i>^j^<Dmm^'^-^m\zf3:^m^r)-cy3i<\ m-u 
y hx±&<Dm,n^mmx^^^^\zf3:^o 

{fc$ii^^b^#f$x^>j-:n>^-r^±tBcDa) ~c) ^mmt^r:Lib\z^t. m 

FPRL2H^)-^bT«, ^^M®FPRL2|iii9';&\ ^Tttt^ntl^^® 
«i4$W"r5mife^MFPRL2Iii4^;5:^;^>tM*bVi, CdT. m^<Dm^t 

PRL 2 <^-^w-rs^ii&i^;fe«iBfl&©j^®:j3^$, 7^/7 u-->i^tciib^n-/ 

>'T-{cMt-^C:i:}CiDFPRL2M^&$iiMT'5o n^;/77-JC«. p 
H4~10 (M*b<«pH6'-8) (DU >^A'y >'T— . hUX-:^ny 
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T*nmimTt)<fcVio ^fe. i^mmm^^^m.^'^^^w^. chap 

S> Tween-8 0'^M (?Ei-7h^Xl±) . >?^h->. ^^^-ynV— 
5 iffCj;-5l^-kyi5'--^U}^;>H^y^HO^^m-5ae«JTPMSF. D-< 

m^n^msxt^^t.%-Q%^. 0. 0 i~i omi (D^t^irT^^j^-neM^^g 

, \Z.. — ^» (5000~500000cpm) ©^ll^bife U ;^f> F^^^ 
ms^\.. nmzi 0-^M~l O-^^McD^m^b-^^^^^^-Br^, 
10 a (NSB) Sr^'5;fe86lC;«ci§^J©7|5li^(^U?!f>H^y5^'H§jp;^/t^^^ 

rc:^^>h (Bo-NSB) ^looxti^fcm. ^m^m-^m (b-nsb) 

^Ji^> F^y^ H t:^^m(DF P R L 2 iiODi^^itSfettv'^:^;!.-^^^^ 
20 ^b^-^^Ytl'&tj^ife^^^^SXi^U— n>if-r'5Jt|B©d) -e) <D:^m^ 

26 ^^^^\itmmzmikt:^^f3i\fm^w^^yy7'-\z!s^mv. um^^mfsi^^ 

T> ^^iyrzmm^^n^n(D:^m\zm'ox^m'r^o mmmm^^ommt 
-r^mn m^it. T^^]^>m. campts:^) ©^^^yo^ wjo^-^wT'S 
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^M©2^I^§«(DF P R L 2 ^■m^^mfm. ±IS©mtfeAMF ? R L 2 

«3J;^t^. iiam (M^ti> U>^. :^^b7K^^. Wms.^.) iCD- 

\t^n\zmc^:^m^m^^xno:it7!)^x^^o 

h'^y^^ H t:$imm<DF P R L 2 <J:©^^#^fe}45>i^:^;w-eB*^ 
{b$i±'5Yt:'&i^*fe«-e®:^«>Xi7U-->i^ffl^-/ htt. 2fw^B^©FPRL 
2> 2fc^?l©FPRL2<£'^WrSiaBJia. Sfet»^§gcDFPRL2<&^:tt- 

1. 7.^^)-::^>ifmUM 
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• a) m^mmmm^^xsm^mmmm 

Hanks' Balanced Salt. Solution (^>^3^fc@) iz. 0 . 0 5%(D^i^]k.WT 

b) FPRL 2|gia 

:^mm<DFPRh2^mm-^'\trcCHOmmt:. 1 2 7t:/U~hJc:5X 1 0^ 
M/^^Trnf^L. 3 7t:. 5%C02. 9 5%a i r-r2SPBli§^bfefe©o 

c) mwjis>\^^zf^]^ 
. 2. 

mm^. m^mmmm i m i t 2 m^^vrc^^. 490^1 (^m^mmmm^ ■ 

;fe^i^U;^f>h'^y5^H$0. 2N NaOH- l%SDS-e^«?U. 4ml® 

^M^V. Percent Maximum Binding (PMB) ^^OD^Tf^s^^o 
PMB= [ (B-NSB) / (Bo-NSB) ] XlOO 
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PMB : Percent Maximum Binding 

B : mi^t:M^rcm<Dm 

NSB .-Non-specific Binding 

Bo : m^m-^m ■ 

(i) tfflBa) -c) ©Xi^'J-r:>^^^T^$n^A'<>x^>if . r-/ 

«-e©:^«2t:|^§g®FPRL 2lc:^'r'5T>:$'rfnx hTa5§o 

(ii) (a) lt^<t;-^%^:^I^Bj©FPRL2^'^W-r^MJig{c:^M$ii-. ± 

2^^§g©FPRL 2 fc^-r^Tzf-X h^^So 
(b) 2^%§S©FPRL2$«ftfbf §<t;^% .U^>H) &2^^§g 

® F p R L 2 ^^mr^mm,zmm^^tc^^ t > ^^^^b^© f p r l 2 ^^-(4 
f 2^BK(Z)F p RL 2 ^Wimtr^it^m\z^^mmmm^^wp^^ 

#§'fk;'&tr*;fe«^®it«2^^Bj0FPRL 2Jc*frsT>iS7rf-x h7?fe-5„ 

,^fb-&i^*fc«^0^«, U;?f>K^y5^H,t2^^B^CDFPRL 2 

p R L 2 ic*fTs7rf-;^ h) , (D) wmmmm^tim\^m^i[:'^m (v^ 

2^^B^©FPRL2Jc^T'5T>i5'rfnxh) . (a) U^>H^y 
5^H<fc2f:S^HJ®FPRL2<i:(Di^^:^$iigg-r§Yb^#l. ^-5Vi^S (-) 
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Addison' s disease) . S B^fe^ffi^jfiLtt^Jfil. ife#1*fexU^'7l — ^ 

ji^yM^-m. /^-^>'j>m. mmm^mmmitm (als) . x^xm 
m) > iif^^. pisiJ^ m^m^^u^-^T^ ^mitmm^. 

'A^'^m^^ ^u—>m iZioW s disease) . mm^-XU^k) s 0km. 

mzf^m^^o^'^m • mmiti^x. i&mi^x^±f3immtvxmmr^ t 
±fBx ^ »j -:=.>^i3mxn ^n^r>^ =fxx h^rcWJ:ff>]^^ 

iJ^jfe. 0kmm^mm. r-JVym (Addison* s disease) , gB^fe^'f*^ 
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mmiSLmmmt^ (als) . j^^xmrn.) >. mmk. mmm. mm0k m. 

fkskm. h^->y^i^3yi;mmm) . ^km^mmm m. i^u-ym (crohn 
' s disease) . mm1&xm^s^) . ^mmmm wm^s mffi. m^^jv 

^m^m. r-J^jym (Addison' s disease) . ga^^'f^^jfe'I^^jftL, ±^ 

m^imm mxu. r)vy/\^'^'-m. /^-^>v>m. mmm^mmm<t 
m. (ALS) . x-rx)iJ5SE) . mm^. ^w.m. mm^ m. m^mmvo-r 

^->3yi7mmm) . ikm^m^m ^u->m (Crohn' s disease) . 
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^:it^^x^^o ^ti?>mm\z:idn^mm^^m\tm^^nrcmm(Dmmf3:^ 
mit)m^n^^o\z'r^%<Du$>^o 

10 ^^J, :fy':f±)mysi^\zu^'r^z:t^ix^^miamiivx\t. M^tf. if 

^^(Dm\z-^^\zmm(D^'^:f^m.^mii^^^m-r^^^ifix^^o 

^ ® ck 5 ffi^t^^M ^j: ^ ^ $ i± ^. £ ©M^J^M 

v>^-h8 0'^^ HCO-5 0) ;S:<i:<i:#fflbT'bj:Vio tft-f^^KtbTt*. mX 

^fc> ±M^V5 ' f^mmt. mxu. mmm mx\-t. u >m.mmmm. n 
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±mf3:atm'^vxh^\,\ mm-^tirz^Hm\tm^. m^t3:T>:/)v\z^m 
5 ^mm m^iit, ^yh. ^^x. ^-^j-^, \zyz^s ^z^, -r^?. 

ae OkgtVX) {C:feViT«, — BfCO^Trf-Xh^^O. 1~1 0 Omg 
10 . tff-^VKitmi. 0~5 Omg. J;D$fSb<«S^l. 0~2 OmgT^So 

(^ae 0 kg tUT) }c*5ViT«. -Biz'z>^Tzi-xh^mo. o 

15 ' omsmm^mm^mzj:v)^-¥'r^<D7t)m^^x$>^o m<Dmm<Dm 
( 7 ) #ffi^«^<Df^ffi ^ - X A <Dmm:^m 

FPRL 2*fflVi§c:i:t:iJ:oT. #M^W^F P RL 2 Si^M^Tma^:^ 
b T ^ Sa^-r -5 t -5 o 

20 'rf3iiDt>. ^mm^t. 

(1) FPRL2^fflVi^c:i:^«|#m<i:-r§, nSB. TWU^-I^S. 
IJ^jSi^BgJ^a. T>?y>?^ (Addison' s disease) . SB^^I^^tt^jfiL. 

25 nmmmmm (m^\it. 7)[^y/u^-m> A-^>y>?pi. mmm^mmm 
(ALs) . x-i-xfl^^) . mm^. m^m. mm^k m. m'itmmv^ 

i^cjfii!^. ^jkms^z^By^. p^mM^>'^vi7. ^"pj^mmiuMM. 

i^y^i^Byi^mmm) . ^^'&mmm ^u->m (Crohn* s disease 
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m^^. mmm. mo^m • f^mmnimu^^i^'-m^m^rM^omzm'^ 

T>^y>j^ (Addison* s disease) , iB^^tt^jfiLtt^jfii. 

wmm^mm m^i,t. T)iy/\^^^m. /'^-^>v>m. mmmmm^m. 
itm (ALs) . jL^xmrn.) > mm^. mmm. mmik m. ^i^mmv^ 

i^y^i^By^^mm) . 0kmmmmm m. ^a->m (Crohn' s disease 

) > mmi^±m0k) . i^mmi^mm mm$0k. mm. m^)in^ n-e^ 
x> m^m . $>^\^^tMmM mm\zj;:^mmm. m^mmm. m^i^m. 

^m^rc\m<Di^m • mmmtimu±^i$^-mmm^rc\^^<Dm\zMT^7>. 

^ :^xx h Tfife § c t SliMT-s:?^^. 

(4) ^m^FPRh 2\zmm^-^rcm^iz:is\,f^. ^mtFPRL2t(D 
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^<Dm^:&mt. MIBbfc U > H t F P R L 2 tcD^-^^^m^. 

(D^mmm'^F p r l 2 ^^vxmm^^m^^m\^x\^>^z. t. ^imwt^ z. t. 

( 8 ) mMmz^\-y^i^%^<OF P R L 2 '^Tz.\Vt(0^^^':fJ- HCOS^^-fb 
*^BJ(DtrL#:«. 2^^BJ(DF P R L 2 ^#S6<JtC|gi|-r^ CI t.ifiX^^(i:>X^ 

(i) ^^bhmwjtfoa) jfiL?s. b) i^'^(omm. c) 

S2^^0JOFPRL 2^^at-^c^icd:'S. iliiia^(c::fetj-§2^B0J®FPR 

(ii) :*=^§9<^FPRL2^^^-r'5?^HS*!l#:^SS8[igbfc^. 

«fflJiaiiiii^f::'^*n-52^^0J(DFPRL 2$^«t-§^i:{;iJ;^, 

(iii) #^bMtaSr«|&®a) jfiik. b) c) W^H^^^mx^H. 

zLt.\z^^. mumz^\-^^if.w^mF p r l 2. coas:^-fb$ 
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mi^m^\z^^n^:$i^m(DF p r l 2 (D^m\tM,i^mzu&rf(D^ 5 \z 

(i) iEn^^^^\^mm'ey'ji0\ihm^wjm mxu. -^^x. ^^yh. 
^yi^. ^i^^ ;t-n. -rx. -t^;^75:^, ^x>^wmz\xr)vy 

QTM^ ^^'i'->2 0^^;^^) ts^E^mx,^ •^^\zU>L^^m^m^. :^7^A^^® 

fm.ifi€r<t:i^n^m^(oz.L^\,^'^. mm<Dmw:^miivx\t. potter- 

ii>:tKcJ;^^Hi£5&^^i:bTffllrie.n§. aflliafi8[5?P'?gg<&<g3i (5 0 0 

~3000rpm) (ii^, *?J1~1 055-) jSii^b. ±?t$$Stci^ 

5i (1 5 0 0 0-3 0 0 0 0 r pm) Til^S 0^^~ 2 ^rB1^i^L^b, f#e>tl§ 
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(ii) 2^%§i©F PRL 2 ^%mrr^i^w^^^w^±u<D-^mzw^^^m\^. 

mmmz^n^i^mm(D¥FRi.2(Dm^'^ih-^^k^it^m^rz.\-^^<Dm<D 

10 ( i ) iE^^§vittj^s^^;w#^t hm%mm\zMvx. mn^^^^i^m 
m7.hu:^f3:a^^^^-'Mmmm (3 04^^-2 4 ^^m, »*b<«3o 

15 ^^m-^ltF^mm (3 0^-3 0^. «^*b<«lNFF^'-2Bm. 

J;D$fSb<«ll^ra~2 4l^^^) . TOjmjC:fett-52[c^^ci)FPRL2CD 

(i i) mn^^i^^nmzm^mm't^mzumit^m^mm^izM'^^'^. 
20 B--3B^) . msmiz:^\i-f^^mm<DFPRi^2<Dm^^mt^^t\z^r) 
m^mmz^^e,t\,^:^mM<o'¥FR-L 2 (Dmm\tM;Wmz\t^-r(D^^\z 

(iii) ^i^^^\,^-^mm.=^'T}vt^\LhmwLWjm ^vv. 

25 ^-^^^ z/^. "O-y. -fp?, «t D:R#:Wtc:«T;i/^:/ 
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'^mm^Tc^t^iimz. mmmiz:idn^^^m(OFPRL2<DM'&mm 

(iv) :*:%Bj©F p RL 2 t:m^'r^mmmii^^^m\^^Tmm<Dm^^t 
^^iiiz^r)mm^'r^^t%-c^^. 

mz^\y:^i^^^m¥ p RL 2 ©«^^{b$i±^f^ffl^^-r;5{ts-&i^-e^ 
:i:#c6^{cfi. (-I-) Mm(c*3frt§2^^§gcDFPRL2cD«^iiiin$-a-§c:<i: 

^)y^^'}z^mm. mmnce:^^mm. wmncp^yLv^^. toi^camp^ 

S:^^}^^!!^^^^?^:^) (d) mwmz^n^bzim.^ 

® F p R L 2 (om^wp^^^ ^t.\z^ri. mmMwmmiWM^^^WL'^ 
¥itmtim-^\^\^. zL<Dmt:mt.\.x\t. mxu. mm. mfckt. u 

yntr:t>i^, TW>il. riAi?^, warn. i57X>^, u>rf 

mmmz^\-y:!bi^mmY ? rl 2 ©«^Jiin$ii-§ ji^tcj; 0. $ffl»M 
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7^V>m (Addison' s disease) . g B^^'I4^jfiLl4«:ifiL, i^^tt 

^^mm (m^u. r)vy/\^'T-ms A-^>y>^, mmmiimmwiii:^ 
(ALs) . ji^xmm > mm0k. mmm^ mm^ (Ms mi^mmv^T^. 

skm. ^ikm^iya^:^^. mmmmi^By^. ^^Ami^msSsim. h^->y^' 

>'3-yi7mm) . ikm^mmm m. ^u->m (crohn' s disease) . m 
mm) . $>^\,^tmmm mmiz^^mmn. m^mmm. ^^^^^m^ 

~:^s mm,m:izm-ir^:$imM(DF p Ri. 2 (om^wp-^'^^ciiiz^o . m 

z^V>m (Addison' s disease) . ge^Stt^iftLl4^jfii, ^##xUX"Th 

-xx. v^-^^s ^mnmmm mx\t. mmsk^nmmm^<Dm 
itmmm. m^^m. wmmm. mmm. ^^im^tmm . nm^mmm < 
mxu. yjuyM-r-m. A-+>y>0. mmmmmm^^m (als) , 
x-rxpjg) , mmi> mmm. mm^k i^itm^v^^^. ^m^mmw 

m^z^ay^. P^mm^i^ay^. ^^Am^flkikm. h^i^^^i^ay^^ 

mm) . m^mmmm ^ti->m (crohn' s disease) . mmm±m0k 



wo 2004/095023 PCT/JP2004/005829 

90 

' s disease) , © 5^^-14^ jfate^j&i, ±:#14xUXTl — U 

—m> /i'-^>v>^. MmfgM^mmm^tm (als) . x-rxMsfe) . mm 

a m. ^a->m (crohn' s disease) . mm^±m0k) . ^km^mmm ( 
mm\zj;:^mmn. m^^mn. mi^fm^^&mm (x^x) iz^^mm 

)m. x^v^zyjvm. ^ti:fy':f±)muiiiivxmnm\z. ^svi«7jct> 
v<\tt^n&.^<Dm^m\zffmLm^mt(Dmmi^mm. ^rcummmmysia 
<Dmmm<Dj^x^mam\z^mx^^. M^^^^ m<t^m^rz},t^<Dm.^^m. 
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um^m^fsi^-^m^^^n^o mmm&:j^m-ib^ti':^±ji^x'$>^m'^iz\-i. ±me^ 

^-hso-^^ Hco-5 0) y3:^tmmvx%^\,^. mm^tvx^^. 
±13^6^ • m^\i£s mmm m^\,t. ^j>imMmm. m 

±mf3iatm^vx%^\^\ mm^nr^iB.umitm'B. imm^7>^Mz^m 

^<Dj:^\zvx'^^n^mmt^±x^m^x^^(Dx. m^u. th^pt 
mxu. ^^h. -^^x. od-^. 
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2(Dm^mm-^-^^it^m^mo. 0 omg. ttf^vKJitmi. o~5o 
mg. j;:Dpf^v<j,tmi. 0-^2 omgT&-5. $¥mnm\zu^'r^m^\t. 

^^t^m^mo. 0 1-3 Omg^S. $?*L<Ji^O. l~20mgS^. 

j:t)$fSb<t*^o. i~i omgm^^^msLmz^o^-^'r^oiimU'^ 

( 9 ). 2^^B^(DF P R L 2 (3^t-^ta:#:^^:#LT;^^|g^ 
2^5^0^OF P RL 2 t^MT^tfL^O^ffO^^i^*. P RL 2 ©M^-T-S 

^^-r^m^^t. w(FFRL2<Dm-^'r^->^'^Amm. m^u. mfprl 
mmp^ca^-^mm. mm^p^cAup^^. «i^cAMP^fig^pM, mi^ic 

VTc.-fy'i^X. 2^^HJOFPRL2JC*ft-^tffP^#:«. FPRL2©3i^J^ 

m'^v:»>\^-<'f^}^j^^f3iaizmm-r^mm. m^u. rujv^-m 

0k&. 0im^mmm. r-JV>m (Addison' s disease) . gB^fe^l*^ 

mm^mmmm cals) . x-i-x^jSe) > mm^^. mmm. mm^k m. 
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h^i^y^i^sy^mmm) . iSk'^^mmm m. i7u->m (crohn 
' s disease) . mm^^M^k) . 0i^i&mmm (M> mmm. mm. m^^i-ju 

^mmm. 7-JV>m (Addison' s disease) . ge^^i^^jfiitt^jfii, 

m^'^mm mxu. r}vy;\^-^-m. n-^yv>m. mmm^mmmit 
m (ALs) . :r.'ixmm . mm^k. mmm. mm^k m. m'&mm)^^ 

^i^ay^mmm) . 0km^m^m (M> ^u—>m CCrohn' s disease) . 

mm^i^mik) . 0kmmmmm mmm. mm. i*tf-;wn< 

±.B^m ' mmmu. mmhrc:^mm<DF p rl 2 t:^m't^mmtmmz 
mmm (^^^ae 0 kga:LT) fccfei^^xtt, —Biz-D^m^i^^mo. oi~ 
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SOmsmm. BMV<\mo. 1-2 Omg@S, J:0^f*L<J*i^O. 1 

(10) ^^m<DT>^±>7.DNA^^:^VT^^mm 
2f:^§g <D T >X D N A F P R L 2 (Omm^m^ U ^ > H ^ H 

Ti^V>m (Addison* s disease) . ^"Bfrn^mM^Msk. ^^ttxU 

mm mm'^ 7)vy/\^-r-m. /^-=¥>v>m. mmmmmmm<tm (a 
Ls) , ji^xmm) . mmk. mmm. mmnk m. i^^mmv^-^^. ^ 

m.skm^iy3y^. p^mm^i^ay^. i^^2^m^mik&. v^^^v^-^ 
^v^^'^m . '^^m^mm, ^u->m (croim' s disease) . 

&mm (x-fx) iz^^mmm) > mmm<tm. ^u^^yy:ji)ih-^n^m. 

(Addison* s disease) > g5^^tt^:fiLl4^jfii. ^#ttxU7.vl — y^x. 

jwy/\^^-m. ^^-^>'j>m:mmmnmmm'f\:m (als) . ji-ixm 
m . mm0k. mmm. mm^^ m. m^mmv^-^^. mm^mmm> 

^m.'&mm.m ^n—>m (Crohn* s disease) . mm^izB^i) . 0im 
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MWiSjfiLiBE. mM^jtm^f^mmmmm. mmm. m<D^m -mmmii 
(11) :^mm(DDNAmAm^<Di^m 

^) ^rM^<DmmDNA (>^^m<Di^^iimmDNAtmE'r^m^i;)^$>^ 

2^^B.^c^^^14DNA*;t«^(D|gMDNAtr=tt-^#b hPf^Li&^I (^T. 
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•o-mzsmmmum) \z. u >i?:^;w>'r>A^. m^/vv7.m. u^^'x^ 

A E - 5^^:^ h 9 £{c:<k 0 a 6^ t "T-S D N A *^j^T:5 d tC<J: o Tf^ 

m^^jia^£jc:s69t-r'52^^§«®^5{5ffiDNASte^b. m^ig 
^<ommm'^m\z^r^m'^-^'&^zLt.\z^K>:^mn<DTii^AW^mm^^m^ 

C5 7BL/6^M.. DBA2^M7^^. ^mmtVX. B6C3Fi^M, B 
Wi star, SDfua) f3:^i!)m^V\,\ 

A'r«;a:<. viofc^m^&t^;5^e>mil•ttlil$n:fe2^!^§gc[>DNA^^i5o 

^^±crch<D. Mi^mz\t. ^^(DHm. ^oj^s 
-^<Dmm:f3:a:^^^crcDNArjia-fym\^^Bn. ^rc. mnDNA%^mn^o 

m^nDNAiiVXit. mnfSi:$^mm<DFPRL2^^m'^'&^DNA^M 
S D N A JS: t'j^jtffi Vi e, n-5. 
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. ^t\z^^x:$:mm<DD-NA^mmm'r^D'NA^i^m^wjm^ipm'r^ziiz 
:^'krcW'^^^ur:7^ jv^ua(DW3<\^d^-f )vxuaf)m^^^n^o r^nj^-c^. 

^u^-t^-. (ii) #ffiiii?L»;#; (kh, -^-y^^. ^:;^^^;/ 

K14. n^-y>lM:feJ;D?I ■D-^i7Vy^AMP^wmmm^^'- 
25 if/3 i-b-:7'a.xy 5^;:^hD>'^x mWkmm.T)Vi]^)y^7.yT^- 
if. 'C^M:^- h U ^7 AfUmttH^. I^^I/ii:/:$''-5^P'»i^^^-if * (-^{CT 
i e 2 tU&^tlS) , :^hUC7A:^7U'^AT5^y'»H'J>^<t:^^ (Na. 
K-ATPa s e) . =-^-uy ^ ^ :^yhm.m. :^^u^^:^^ y i ^^xs 
I I A. ^i§'a>^D-7=-^:h-ifi^-f>t:k'^-, MHC^^^XIfetM (H 
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-2L) ; H-ras. U=i>. h*-/t$ >i3 -7m{l:^m. ¥JKJia^;W:*-^ 
>^y-if (TPO) , ^y^mmmm'^la (EF-la) . ^Ti/^>. a 

:fej:rx/3^:t-»sm> ^:tzy>mmi^^zS2. ^jiv>mmmmM. 
i^u^v>. Thy-i, ^m^u:/v>. nm^um (VNP) . skmr^ 

So ^3&^-e%), :^#TiSi%^•rsc:^;$tflTtg;^-t^-r ^p^^D^7>r;^xyD^— 
^S7-. t h'^^^^^H^M^Sa^l a (EF-la) 0:/Dt— ^5^-, t hcfej; 

A^<::^^U-J;}9'j7'yADNAO±T^Sl.i«-gBa:bT. ^yt^JFFlH. W 
^t^iJiim. ^li^W**RNAJ:t)^^(3D;^iSJ3<fcDii$S[^nfe+BM 
DNA^J[^)iSfi:LT5l#-rs;ii*tHJ^§, S;/^^^ ^5l5tt©^SDNA«. ± 

25 t3®iBias;fe«mifg^j; K>n^nrz.sEnuF p r l 2 0jaiR^:^<&j^ic^^^M^ 
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momwt^x. ^(Ds^mmm^j:zsi$imfi^(DT^T\z:^^m(D^^^D n 
^<D'^M\t^om^mis^^^zmm^(D'r^x\z^^m<D^^'&DNA^m'r 

So 

ttPNA&^^{C'^3t-rS3:<tSr?i^bT. MDNA^^I&#|ibT)i^0O^ 

w^^Ti^f^wrs ZL ^i!)mM^o 

^mmmfmm^z^n^^^m(D^m^DNA(Dmmt. nmm^mmcDSE 
^mm^^zmmm(D±x\zmmnz:^^-r^^^\zm^'^n^o dna^w^ 
<Dipmw}m(Dmmmmiz:^^^x>^mmo:>^^mDNAf)mmiz:^^T^:it\t. 
i^mW]m<D^m-^^±x^<Dmmmmii.kn^mm(D±xiz:$imm(Dn-^mDN 
A^j^mizmT^ct^M^-r^o ^^^mmo^^^Dj^A^^im^^^^o^m^ 

owjm<D^m\t^<D]i^^mm^^mmm(D^x}iz:^^BM<o^^^D NA^m 
miz^-r^o 

mADNA^mmm'&i^(Dm-:^izm^:^^'^'i::f- hmm^m^iy. zL(Dm. 
mcDmm^^mr^ z.tizjz^ •r-<x(D^mi!)^mDNA^mmnzmt^^z> iz 

^$ii-e>nT*5i9. n^^<DiEnDNA(Dmm^m&-r^z.t\z^i:)mmm\z 
:^mm(DF p R L 2 o^mt^fcmm^^m't^ z. t7f)^$> d > ^<Dmm=e^)vmm 
ti.x^m-t^z.tti^x^^o mxu. ^^^ig^iESDNAfe^ajtj^fflViT. 
F p R L 2 (omijmm.-^. ^mm(D¥ p r l 2 i)mmt^mm<Dm 

^rc. ^^m<D^^^iE^DNA^mm-^^rzm%mmt. ^^^bjofpr 
L 2 (Dmtam^^m-t^ z.ii-fy-^^. :$^mM<DF p R L 2 izmM-T^mmizMT 
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i&%©K^mf:i43ViT2^^Bj(DM^DNA/&5#^-r^ d ii^. i^mwimo^ 
m^^x^(Dmmm!s^:^^xsi^mm<D±x\z:$i^BM(DmnDNA^m'r^ z. t 
sic^-r^. :^^m<D^^^DNA^^vfm^^rzii(Dn(DWjm<D^m\^. ^<o 
m^m^^^zsi$^mf^<o±x\z:^mm<Dm^DNA^mT^o mxDNA^m 

§ Cl ^ fc<fc D ■r^TCD^j^:^>^*MD N A ^ J; "5 fclgjfij^f^f -5 Z. t. ffiX^ 

-So 

3^ $ it nx^ D . nw&.<r>iEn d n a ©^^tg & wmt ^^iz\z^^ mm \z 
mmt.\yX%m'^^<Lh-tfix^^. 2^^0jcDm^DNASs»j#i<&ffi 

^miiiimm^m'^t.\^x\t. im^(r>wm'D'^A'^^^mmt. 
^^(DF p R L 2 (Dm^^^'^m^^mz^\-y^if.^Bmm%Y p r l 2 

^lESFPRL 2©titg|a# (dominant negativef^ffi) ^m^^'t^'^^)\^t.U 

*7fc> 2f:^BJ®^5!5^^DNA?&i|Ej^$1i-fePt^l&%a, 2f:!^§aor,FPRL 
2 (^JiJPSSlJK^Wr S 21 ^fc^BJ® F P R L 2 *fct*C[)^ti:^»i4M^ 

. ^fc. ±IB2@^(D2^^BJ0DNA^Sl&%(D'eODffiO^iJfflBltgtt<hbT^ 
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( i ) mmmm(Drcisb<DmmMt vx(Dmm. 

^mmOF P R L 2 tc^ D #S6<JJc:^^fe § ^^U^mtt^ F P R L 2 t Oil 

(iii) DNA^^'rsmi^©«&«^MMiSSIS^i5Jc:J;D:^tlb. dtl^^ 

(iv) ±tB (iii) fB*^om^ffiVi§^<i:}c:J;-g)^Jiao^tg«riif!5e)'&J;57?j;^ 

( v) 2^^§«®^SF P R L 2 J;D?-e<5Dia^f^MJ5:£*«#^ e»n 

So 

$SfC. 2^^^C0DNAfeSI(i%:&ffiViT> :^^BJCDFPRL2 0D^tl^^ 

mB\zk^-'A^mm(Dmn^^zsfhm\znm'r^ct^^x^^, 

\t^.(Dmmmm(D^mt^ ff fsit) z:ti!)^asmx$>^o ^&\z. :*:^§goDFPR 
L2jg^M©#^'fb> r-^] — ->;^> ^it$>^if^tmmt(Dmmii. ^tcu 

$e>fC, 2^^HJ©DNA^^l&#|^ffll.iT, :^mm(DFFRL2(Dmm^m 
mm^Jt^m^^tS. ^mmOF P R L 2 {c:§lilt--55^a<50^&^^©MlT§S:fT)5: 

(1 2) yyi7T^hm(& 
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^m^^m'r^^h^<^mt'r^:^mm<Di>NA\zM'r^:/o^-t^-m^:§: 

^mm<DDNA-fy'iyfmm\::^nrc^\i hm^mmm^Mmt\t. hm 
^wjmf)^^^^^mm(DDNA\zA^m\z^m^iM^^;itiz^Ki. dna® 

(^^I^^^Kfi^tC^^^ii-^SIltfCj; DNA/O^'^M6<J{C2^^0JCDF P RL 

^mm<DDNA\zA^mz^m^ia^^:^i^ti^xit. m^\t. jte^x^ 

6*J^^(CJ:O^DNA@5^J<D-^X«^^(DgiJ^. -ftiiDNA^if ASfc«S^ 
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— -ifJie^) .cat (i^u^Ayx.:zu—jir±^;\,h^>7.yx.^—'i£m. 

yi^^-RNA^^^z-^^fsiKr^zLtiz^^T. ^^mzm^'f-^mMT^ 
^v\zmmvrcDNAmm^mT^DNAm (ot, 37-^*v;/7^^>i^^57^ 
-tm'd.'t^) ^\ mxiitmmmm^m\zj:v)mwjm(D^^mzmx{^. 

tlfe E S mJdO ViT2^!^BJ ©D N A Jiab § tt-^CDia-^CD D N A@3^J ^ y-n 

^-±<oDNAmmt^'-'^yT-^ >^^^ ^-i^m\zmmvrz:$i^B^(DDN 
bT«. m^\t. mv^(D^^f3imzmiL-^tircih(Dt:mi^^x%^<. 

Evans^:Kaufma®:;^^*^;:2pl;TiTb<1t3I:b;^cfe©Tfe.i:Vio M^t^. v^;^© 
ESi^flS(D^-a-. 2 9^CDES«;&t^ffi$nTVi§;&t, 

W^S*^Me»3&>^ES$fflii&<£]R#1-S;a:<if<DB6<JTM^t^, C 5 7 BL/e^ 
r>X^C57BL/6 ©M5P^0i!>;fe $ ^ D B A/ 2 <fc J; K> V 

BDFiTr^X (C5 7BL/'6i:DBA/2<fc®Fi) ^ffil'^Tlt35[Lfet)OD 
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^ic;^^ 2 n = 4 0 -vi^^mm) \znzs^ n— - >^-r§ :i tfm^ bvi„ 

^WJ;^t^. STOM^^|fflflaoj;'5)^ji^;^:7^-^-j^ia±l?L I F (1-1 
OOOOO/ml) #«ETJC^^:«;xiS^|§F^ (^?*U<«> 5 9 5 

a(D:^m'(:mmv. mi^miz\t. m^it. hU':f-»yEDTAmm (iiso. 

0 0 1-0. 5%hU7'i/>/0. l~5mM EDTA, B^\^<\itmO. 1% 
hU7'>->/lmM EDTA) ^StdJ; O^i^BflSfbU, fffelCfflS - 
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Esmmt. m^f3:^mz^Kf> mmm\zm.^^-vw-mmmt^ii\ ^rc\t 
5 §^T#jiig^f sdticcfco. mmm. p^mm. 'bmua 

(Dm^<D^^^<Dmmz^4\::-^'^^;itib^pSm'V;&yy cm. J. EvaTisS;^;^. h. 
Kaufman, (Nature) ^292^. 154M. 1981^ ; G. R. Martin yu 

XX— (Proc. Natl. Acad. Sci. U.S.A.) Il78#, 7634H, 1981^ ; T.' C. 
10 Doetschman 5). i^ir—:^;!^ • • X^^^U :f Di^— • T> H • Xi^X^U ;^ 

F p R L 2 ^fe^»^Bjo F p R L 2 (Dmm^m^m^mz^i^^x^mx'^^o 
15 ^m\^^xm^vxmmm\z^(D^mm^itm-^^t\z^v). lEnmmiiKWi 

i^±<D:^mm<DDNAtxnmtD^mmui^^^-^'&:s>zuz^v). ^^b^o) 
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T(Dmm^^x^m\zmm^tu^r:i:^mM<DDNAm^%r:>mmi:m^-^nrz.m 
<Dj:^izvTm&nrcmmt. ai^. ^^m<DFPRi^2<D^^amm^±m 

mf?:^^e>2^^59©F P R L 2 <^xh^^31^ikM#:*#$ ^ i/^^T^^o 

f^^m<\^Di^A<DU^'T^mm<Dm^^?^m-r^:zt},z^Kt. ^:^^'ft:DNA 
^mmm^i^(Dm:^izm'=>-^^'^f^zf-hmm^w^vo^o %^nrz^^if 

^^f3:v^mi^mi^r^z:t\z^tnmm\zn^;iti!)^-^^^„ ^T^nif-r.^f- 
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(12 a) :^mm0DNA<Dxm'pmmf3iE\zmm'r^mmizMvxmm • ^ 

oxm^mmti^Eizmm-r^mmizMLx^m • ^^m^M^^-r^^'^m^rc 
.^:^^v—:=^>'^yjmizm^xm^^^ti^:^mmpT:>NAm^^^^\i hm 

um^t^mtM^m^vx^^x^^K. umih'^m<Dm.ti^xu. ^m^m 

i^en^ ty)t:>n±m^mznm-^n^mmamm^v^\ ^(Dmumtv 
T«> mxUs mmm (m^\t. mm. o>m. ^it7Kmm> mmtsia) t.<n> 
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xmm • '^m^m^m'r^it^mtLxm^T^^hf}^x^^o 
mitnr:iit^(^x$>y). 2^^w©f p rl 2 (Dxm'pmmfSieiz^'ox3\^m 

>m (Addison* s disease) . SB^^tt^jfatt^jfiL, ^#14xUX -7 h— 5^ 

T)vy/\^'^-m. A-^>v>jipi. mmmmmm^tm (als) . x 
^xmm) . mmik. m^m. mm^i m^mm^j^-^^. ^mi^mmm. 

) . 0km^mmm !7U->m (Crohn' s disease) . mM^i^m^k) . 

X) \z^^mkw) . Wimm.it&. ^u^yy3u)Vh-^n^m> 

a. mzf^m^±) ^zMT^^^xi&mmy3imm'^mmf3:a<Dmmti.xm 

'^n^^t^'&hmmzm^f^^ct-fy^x^^o 
mTsi/ u -:=->^:b^xniE>ntci\:.^mtm.^m^vx\^x%^ < , m<\:^ 
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n^mmnmm^hi,^ c(o^t>f^mtvi:^t. m^u. mmm m^nt. 
^(D^t>izL>xm?>n^mnm. ^±xmmmx;&^(Dx. m^u. th* 

^zy. ^-T, ^3. -C^. -t^;I/75:^) izMl^Xl^^-r^^tTb^X^^o 

mm (^ae okgti^x) iz^\,^x\t. -'B\z-o^m<h'^m^mo . i-i o 

Omg. 0^i^<}tmi. 0~5 Omg. J;D$f*L'<«^l. 0~20mg 

■^±mm mm^ o kgtbT) \z^j^^^m^. -B\z^^m,it^m^mo. 

0 1-3 OmgSg!, ^?^L<«*<I0. l~2 0mgSS. J;f90*b<«J^ 

0. i--ioTCisum.^mm.^mz^y)n^-r^(Dtim^^x^^o m^comm 
(1 2 b) ^mM(D-DUA\znt^':fu^-'$^-(Dm^^^i^rc\-mmT^ 
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' M^\t. ^^^<oFFRh2t:n-\i'r^DNAm^(D-'m^±mmm^<o 

15 3-:^f7i^ h->^--t?3te^ (1 a.cZ) Tg^bTVi^JS-a-. 2|s:^BJ 
P R L 2 (D^m-r^mMX\ 2^%BJ©F P R L 2 ©f^fe D{r/3-^^i>h 

u;i/-^-:^f^i^Mf^y>'h* (x-gai) <^^vtsi&-:^y^ h>^y-'ff 

(D^mt^^um^mif^xm^'r^^itiz^r), 'fiMfc2^!^ig©FPRL 20D 
20 mm^i^pi\z^n^mm^m^mmris>:itit)^x^^o Mi^mz\t. :$imm(D 

vymmm^m-kmrn (pbs) xm^^^. x-ga i^^n^^mx. mm. 

25 M^^M^TntfJ;Vi. Sfe, -^^fctj^V^ 1 a c Z Srn- H-T-S 

mRNASr^mbTfeJ;l.io 

Mt^nj^-fb-a-^^-eafe t) > 2^^|| CD D N A fc^f § :/d ^ — 
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»*bvio ^<D^^-^m.tvxi,t. m^\t. mmm m^\t. mm> u>m. 
:^mm<DFPR L 2 (Dmm^Mmv. p RL 2 (Drnm^^m-t^ z. ttf^-v 

i'fem> TU)l^-mm. 0im. 0kmmmm. rz^V>m (Addison' s disease 

=¥>v>m. mmmmmmmmm (als) . x.^xmm , mm^k. mmm. 

ym (Crohn' s disease) . mm^-xm0k) . ^m&m^M m. mmt?0k. 
m'mmm. m^'&^mp^^mmm- (x-rx) \z^^Mmn') . mwmit 
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^mm<DF p R L 2 (D^m^mmv. p r l 2 (Drnm^m^t^ ^ t 

P^m, 7U)V^-mm. 0i&nmmm. y-JVym (Addison' s disease 

^>y>0. s5^«H4#i^«i!^^ (ALs) . x.4xmm . mmifk. mmm. 

>m (Crohn' s disease) , m.m^±m^) . ^mBm^B IHtJi*!*^, 
•0kM. iJ^^ttBI^S, T-jy>M (Addison' s disease) > SB^^ttMifiL'& 

mm) . mmm.'\mm mx\-si. rji^y/\^'T-m. n-^>v>m. mmm 
^mmmi\im (als) . ji^xmrn , mm^. m^m. m^^k m 

h^->^/^?->a ^>^3Sl^S^).i*^3feM30lli(M,t57D—>^ (Crohn's disease 

^m^^mm- (x-rx) jc:<fcsM?^K) > mmmitm. ^a-cyyj^ji^h- 
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C7'>. ^7v, -f^i^ Jc^LT^#T^c:t70?i?^§o 

T^^h^m^ma^^'r^m^. -mmz^M^±mm (#:«6 0kgibT 
15 ) (ccfei.iT«, -Buz'o^mih^.m^mo. i.-i o omg, iif^v<\tmi. 

0~5 0mg. ^y)Pf^h<ltmi. 0~2 0mgS#fS, #^Mpe<;jc^# 

m^u. ^mm(DDNA\zM-r^yu^-:^^mii^^m-r^<t^m^ 

20 BfC-I^^^YtJ-^i^^J^O. 0 l-3 0tag@^, $f^b<«J^O. l~20m 
g@«^ J;t)0*L<J^^O. 1-1 Omg;e^Sr^illil?^|tfc«kt)^#t-'5© 
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I UP AC— I UB Commission on Biochemical Nomenclature \Z^^^-^$> 

rciT^ywtizm{.yt^^i^m^$>r)n^m^\t. mzm^vmmuLi^i^'^ 



DNA 




cDNA 




A 


: > 


T 


: 5^$> 


• G 


: ^T=i> 


C 


: z^hi^> 


RNA 


: u ^mm 


mRNA 




dATP 




dTTP 


: -7^:^^ v^5^^ S?>= U >^ 


dGTP 




dCTP : 




ATP : 




EDTA : 




SDS : 




G 1 y : 




Ala : 




Va 1 : 


A*U> 
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I 1 6 
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Th r 
5 Cy s 
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10 A r g . 
H i s 
Ph e 
Ty r. 
T r p 

15 Pro 
A s n 
G 1 n 
p G 1 u 
* 

20 Me 
E t 
Bu 

Ph 
TC 

25 ^fz. 
IB 

To s 
CHO 
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^^)\/^ 

5^yyU>^>-4 (R) • 



p- h;i/x>x;i/:7;j-^;i/ 
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Bz 1 : ^>>?;i/ 

ClgBzl : 2, 6->?^DD^>>?;i/ 

Bom : ^>z:^)V^^zyyt^^)U 

Z : ^>z^)]^:t=¥zyt}JV:^-JV 

5 Cl-Z : 2--i7UU^>-:?)V:t^i^:fyJV^=L)V 

Br-Z : 2 -:/D^^>i^;i/:t^^:jF7;^x|?-;p . 

Boc : t -yh:^^5^>57;p3}?— ;P 

DNP : >^:nhD:7 3:y-;i/ 

T r t : h U 

10 Bum : t -:/h=|ri^p^5^;W 

Fmo c : N - 9 h^zytlJV:^:zjV 

HOB t : 1 -bHDc^S^^>XhUr^/-;P 

. • HOOBt : 3. Fn-3-fcHD:^>/-4-;e-+y- 

• 1, 2,3-^>^/hVTi^> 

15 HONB : 1-b Hn^i^-5-y;P4^;i/:^>-2. 3->?;jt7;P3j?4^W ^ H 

DCC : N. N' ->?'>t57p/\=t^5>;V;jF7;i/3j?>?-:f a H 

my^mn : 1 

20 SB^J#-^ : 2 

mm^^ : 4 
25 scPAOT^y mmm • 

SB^J#-^ : 5 

bhMRFRP-1-1 2 (hRFRP-l-i 2 ) (DT$ ^ ^SB^J^^f , 
Ea?>J#-^ : 6 •■ 

:/i57M-a.— D^y^^HY (pNPY) OT^y^SB^J^^To 
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t hM— a.— D>^>?>C (hNe u r ome d i nC) (Dr^/mMn^^ 

to 

5 

— • ^D— (Molecular cloning) \zmm-^riX\^>^-:;^mz^^rco 

mmm 1 t;1':7 t x ^ u - > vi^mi^ camp mm<Dmmm<Dmm 
10 1-5 0 cm^y^7sU-':^\z:t-yT>Gm&m^^mu±':f^-mmm^ 

^CHOM<£lxl0^ce 1 1 sM#ji^-l!ft3 T-C.. cOgO^n.^- 
• ^-xmmi^rco mmm. 0. SmM EDTA/PBSf;iT«$«>^tL.. 
PBSTm^^fe#^, 1 X 1 O^c e 1 1 s/ml O^^TBu f f e r 1 ( 
HBSS + 0. 1%BSA, 25mM HEPES pH7. 3. 0. SmM 

15 iBMx) izmmvr^io ^(ommmmm440uitr)i^yT:^^v->cA 

MP assay kit (Parkin E 1 me r) © a n t i - c AM 
P acceptor beads. 2 2 /z K B u f f e r 1 6 3 8 /i 1 
^U'^L. 6we 1 l.-^U— h (C o s t a r) fCl 0 1 t-D^^i^l. 

feo mz. #^x;i/fcx^7 U-n>i^t-^ik^#i:&B u f f e r l xmM$>^ 

?^^Ant"a n t i -c AMP acceptor beads QitiKB 
uffe.rl 441^1 <?>^*?gif L, 'fli'&#|©f^fc» D {C c AMP CD 

\tm.m.x3 o^mmtovmnco 3 o^m. T;w77Xi^u«->c amp a 

25 ssay kitCBiotinyl c amp 20m1. Strepta 
vin donor beads 8 2 m 1 SB u f f e r 2 (HB S S + 0 . 
l%BSAs 25mM HEPES pH7. 3. 1. 5% Tween20 

.) 4 0muz<t>^r^m^':fu-h(D^^j:Mz3 0 u, lir-DiQ^rco mux 

S^m':fU—h^mt^l.mn. Fusiono! (Parkin Elmer 
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^m'^^^^v—^. ±ti(Dm^j^x7.^ ^j-->ifvrctzL^, vk^^^od 
6 4m^^xx. mm(Dm^^xnm\i hmF p r l zmmmmitM 

M F P R L 2 C H OlfflUatcM bT«|^ c AM P ^^iflliiM'l* ^1 <t 

^JS^ai 2 t hMF P R L 2 #ae5mp*3 c AM P:^^«lMM'tt^^t-C5^« 

ll»J lTfchMFPRL2{cM i.Xm^(DM. ^nrc^^^]^(Dv^. d-D 
(D^-y^}^ (GHRP-6> SCPA. hRFRP-1-1 2, pNPY. .:fe 
^tKhNe u r ome d i nC) ^M^V. t hMF P RL 2 CDJ3;&it hMF 
PRLl. hhMFPRlt;iMr^SJ«;;tt&mb}^c (01-4) „ ^(Dl^^:. 
JinS®^y5^H«. b hMF PRL 2 {C#S6<i;^i^iiaFMc AMPj£fe»J^ 

mmm3 ra mi^mmvo-^^) mm<Dm^mmz^n^FPR-L2<Dm 

mRNA<Dmmm(D^m\Z}tAB I PRISM 7 9 0 0HT (T^^-f 

H/N'-f :t$^;^"7^AX^fc) ^m.m vrco t hMF p r l 2 (Dm&mmi)^ ^Mm\z 

mv^^-fy-i-^-tyur-^^^ V:7h'>xrPr ime r Express 

mm-r^cDNAu. RAmm<Dm^mm2m^o total RNAs^tfi 
u ^<o2 5 ti gf)^^^>yM>':f'^-('^—^m^^xmm^Rmhr:io mm^m 

^SuperScriptll (GIBCO BRL^h) ^^mV.' mitcD:/ 

o h:n-Mzhrc-fyt^xKjt^:^^. x.:$^y-)Vitmi.xi 0 p 0 M 1 izmmv 

fz. ^mo:>rcl5b(DRmmtT aciUan Universal PGR Ma 
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s t e r Mix (T^^^-T }^/U^z^X7-AXm ®:/P hu-MzVfci)^ 
-DX.^y^-^— (0. 9 MM) . rT'D— >^ (0. 2 5 MM) . '^>'f)VcT> 
NA^l. 0 ti \ ^K)^mz.M7iX 1 we 1 1 ^fef3 2 0 M 1 ^ibTTOL 
fco AB I PRISM 7 9 0 0HTT®^1^;«, 5 Op (2^) . 9 St: 
(lO^a-)^, 9 5t:(15#), 6 or (15)-) C!)1^'1'^;^$4 OlElffJa:^ 
i'b, RAS#<^agI5?&l^«2M<fc%>FPRL2CDiUV3B31(l 0 0, 0 0 0 c 
opies//25ng total RNA) <^^b;feo 

2^^BJ<^)FPRL2. ^(Dgg^i'^y5^ H^;/5:«^(Dtl:. *fe«:$:^0^ODF P 

itxux^h-T'T;, U'^'T5^> MtBjfiL. mmm. m^^m. mmm 
mmtm (ALs) . jL^xmm. mm^k. mmm. mmmmv^-^^. 
mm^:km^. ^mi0k. mm. m'^}^^^ K-e^x. ji^m, mm 

^m^(D¥ P R L 2 > ^<DW>^^^^ H*fe«-?-C!)^i F-^y^ F t 
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2. ' (1) mmmn: ix-mt):^n^Ts.ymmmi:m-'hv<\tmmmizm 

3. (i) ga^j#-^: i'v^t:>-^n^r^ymm^]tm~%v<\^mMmizm 

4. (1) m^m^: i'^^^t)-^n^7^ywtmmi:m-'hv<},tmnm\zm . 

5^FS}fc«-^(^)ig;feJ;tX (2) gB^J#-^ : 3-'Sa^J#-^: 7 CDVifn^^CDSB^J 
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5. mmm^: 3'-gB^j#^: 7(D\,^rm^(Dm^mnx-^t:>-^n^7^ywt 

jiiitt^ifiL. ^^texux-Th^-^^T;. fl^^tiijfii, mmm. m 

^^stiiMmsgYbjg (ALs) , :n^xmm. mum. mmm. m^mm 

^ikm^mmmmm. ^m^±. ^^^^ft^tm<D^m - fornix $>^m^m 

^^t'r^mu±':f^-Mmm^ft\t^<DmzMT^r=t=ixh(D7.^v-^ 
8. @H^j#^: ixm:-^ti:br^ymmm,t.m--^v<\tmnm\zm-<D7^ 

/^-c-^-m. /^-^>v>m. mmmmmmmit^M (als) . x-rxa^. 
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•y-;p3-r K-v';^, mmm. mmn. mmm^t^. ^n^yyx.juh-'^ay 
<o^m • mmMo 

jfii. ±#'ttxu;^'Th-5^x. n^h. u ir^ttjjfii, mmm. mm^^m. 
mmmms mnm. ^^mmtm. rAy;\^'^^m. /^^-^yvym. mm 
mi^mmmtm (als) , x^xr«. mmik. mm. m^mrnvry-^^^ 
^m^mmm. ^J^^^mwm0i. ^mi^mm^k. mm0k. mstm. ^u-> 

n!k. ^#ttxux^h-5^x, n^k/v. ^jry^^. mmsk, mmm. m^^ 
mmm^mmm^m (als) , oL^xm^. mjm. mmm. m^mmv^ 



wo 2004/095023 



123 



PCT/JP2004/005829 



11. m^m^: i'^m^n^7^mmmtm-hv<\tmnm\zm-'(Dy 

^^/u. u ^7^5^. mmjk. mmm. mm^m. wmmm. mmm. ^^im. 
itm. T;i.:y/WT-^. n-^>v>m. mmm^mmu^m {aj.s) . 

12. m^m^: i-^^m^n^T^ymmmtm-hVKitmmmizm-cDT 

^^/v. u ^-T^. mmjk. mmm. m^^m. ^mmm. m^m. ^mmu 
TJiy/\^'^-m. /N°-^>v.>^. mmmmmwim (als) . 

)vv-^nym. ^<)V7.mm. m>t^'i^. 'mmm. o^}k^>b.yf±^ ^^^^ 
uji^-mm. 0km. 0km^mmm. 7vv>m. SB^i4^jfiH4^jfiL. ^ 



wo 2004/095023 PCT/JP2004/005829 

124 

#i4xuxTh— T^x. ^i^-^^, uttjjfii, mmm. rn^f^ms #m 
mmmitm (als) . x-i-xr^^, mj^. ss^?^, iti^TOU'^x'^^. ^ 
mm^:km0k. mm$0i. mm. m^-ji^n^ h->'x> mi^m. mmm. mm 

14. ptfL^t^bT, (i) @2^j#^: i-^mi^n^T^jmmiin- 

fiM. ^<^S5^^y5^H*}/S:«-€-<D:^. (ii) WMm^ : IT^^tlST^/ 
^T^Tj^U^^J'l/rt^^H. ^rtlft (in) @H3?»J#^ : 1 T^t)^n§T^ y^BB 

>m. mmm'&mmmitm. (als) . x-rxiisg, msm. mmm. it^K 

15. mm.mm\zMvx. a) mmm^: i-vm-^n^r^y^mmtm- 
es. ^(D^^^-:f^}^^rc\t^<DmizM-t^tn^^ ao mmm^: ixm 
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WbT^^#U^i^l^:t5^h% ^rz.\t (iii) @2^J#^: IT^to^n^T^y 

-^>v>m. mmmmmmh^ (als) . x-rxfl^ii> mum. m^m. 

>m. mmmmmmt^ (als) . jL^xm'm. mm^k. mmm. mi^m 
^n->m. mm^:kmik. mmm. mm. ji*-tf;i.3-f H-i.x> mm 

^tc^(D (i) iB^j#-^: i'^m,-^fi^7^ymsMhm-'%\.<\tmnmz 
zf=f-\^^rd,t^<Dm.. (ii) ummn: i-v^-^n^7^ymmMtn--h'v 
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y5^H*;fc«^0^(C^-r^tn:#:^ (ii) @3^J#% : 1 T^$n-5T^ /miB 

^7i/:r^h\ (iii) mmm^: ix^mio-^ti^r5./mmmtm—^L 
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sequeKce listing 

<110> Takeda Chemical Industries, Ltd. 

<120> A Screening Method 

<130> 3171W00P 

<150> JP 2003-118760 

<151> 2003-04-23 

<160> 7 

<210> 1 

<211> 353 

<212> PRT 

<213> Human 

<400> 1 

Met Glu Thr Asn Phe Ser lie Pro Leu Asn Glu Thr Glu Glu Val Leu 

5 10 15 

Pro. Glu Pro Ala Gly His Thr Val Leu Trp He Phe Ser Leu Leu Val 

20 25 , 30 

His Gly Val Thr Phe Val Phe Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg -Thr Val Asn Thr He Cys Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Ser Ala He" Leu Pro Phe 
65 -70 75 80 

Arg Met Val Ser Val Ala Met Arg Glu Lys Trp Pro Phe Ala Ser Phe 

85 90 95 

Leu Cys Lys Leu Val His Val Met He Asp He Asn Leu Phe Val Ser 

100 105 no 

Val Tyr Leu He Thr He He Ala Leu Asp Arg Cys He Cys Val Leu 
115 . 120 125 
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His Pro Ala Trp Ala Gin Asn His Arg Thr Met Ser Leu Ala Lys Arg 

130 135 140 . 

Val Met Thr Gly Leu Trp He Phe Thr He Val Leu Thr Leu Pro Asn 
145 150 155 160 

Phe He Phe Trp Thr Thr lie Ser Thr Thr Asn Gly Asp Thr Tyr Cys 

165 170 175 

He Phe Asn Phe Ala Phe Trp Gly Asp Thr Ala Val Glu Arg Leu Asn 

180 185 190 

Val Phe- He Thr Met Ala Lys Val Phe Leu He Leu His Phe lie He 

195 200 205 

Gly Phe Thr Val Pro Met Ser He He Thr Val Cys Tyr Qly He He 

210 215 220 

Ala Ala Lys He His Arg Asn His Met He Lys Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Phe Ala Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Tyr Glu Leu He Gly He Leu Met Ala Val Trp Leu Lys Glu Met Leu 

260 265 270 

Leu Asn Gly Lys Tyr Lys He He Leu Val Leu He Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Phe Phe Asn Ser Cys Leu Asn Pro He Leu Tyr Val Phe 

290 295 300 

Met Gly Arg Asn Phe Gin Glu Arg Leu He Arg Ser Leu Pro Thr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Thr Glu Val Pro Asp Ser Ala Gin Thr Ser Asn 

325 330 . 335 

Thr His Thr Thr Ser Ala Ser Pro Pro Glu Glu Thr Glu Leu Gin Ala 
340 345 350 
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Met 

<210> 2 
<211> 1059 
<212> DNA 
<213> Human 
<400> 2 

atggaaacca.acttctccat tcctctgaat gaaactgagg aggtgct'ccc tgagcctgct 60 
ggccacaccg ttctgtggat cttctcattg ctagtccacg gagtcacctt tgtcttcggg 120 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcaac 180 
accatctgtt acctgaacct ggccctagct gacttctctt tcagtgccat cctaccattc 240 
cgaatggtct cagtcgccat gagagaaaaa tggccttttg cgtcattc.ct atgtaagtta 300 
gttcatgtta tgatagacat caacctgttt gtcagtgtct acctgatcac catcattgct 360 
ctggaccgct gtatttgtgt cctgcatcca gcctgggccc agaaccatcg caccatgagt 420 
ctggccaaga gggtgatgac gggactctgg attttcacca tagtccttac cttaccaaat 480 
ttcatcttct ggactacaat aagtactacg aatggggaca ca'tactgtat tttcaacttt 540 
gcattctggg gtgacactgc tgtagagagg ttgaacgtgt tcattaccat ggccaaggtc 600 
tttctgatcc tccacttcat tattggcttc acggtgccta tgtccatcat cacagtctgc 660 
tatgggatca tcgctgccaa aattcacaga aaccacatga ttaaatccag ccgtccctta 720 
cgtgtcttcg ctgctgtggt ggcttctttc ttcatctgtt ggttccctta tgaactaatt 780 
ggcattctaa tggcagtctg gctcaaagag atgttgttaa atggcaaata caaaatcatt 840 
cttgtcctga ttaacccaac aagctccttg gcctttttta acagctgcct caacccaatt 900 
ctctacgtct ttatgggtcg taacttccaa gaaagactga ttcgctcttt gcccactagt 960 
ttggagaggg ccctgactga ggtccctgac tcagcccaga ccagcaacac acacaccact 1020 
tctgcttcac ctcctgagga gacggagtta caagcaatg 1059 
<210> 3 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
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<400> 3 

His Trp Ala Trp Phe Lys 

1 5 
<210> 4 
<211> 11 . 
<212> PRT 
<213> Aplysia 
<400> 4 

Ala Arg Pro Gly Tyr Leu Ala Phe Pro Arg Met 

1 . 5 .10 

<210> 5 

<211> 12 

<212> PRT 

<213> Porci5e 

<400> 5 

Met Pro His Ser Phe Ala Asn Leu Pro Leu Arg Phe 

15 10 
<210> 6 
<211> 36 
<212> PRT 
<213> Human 
<400> 6 

Tyr Pro Ser Lys Pro Asp Asn Pro Gly Glu Asp Ala Pro Ala Glu Asp 
^ 5 10 15 

Leu Ala Arg Tyr Tyr Ser Ala Leu Arg His Tyr He Asn Leu He Thr 

20 25 30 

Arg Gin Arg Tyr 

35 
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<210> 7 
<211> 10 
<212> PRT 
<213> Human 
<400> 7 

Gly Asn His Trp Ala Val Gly His Leu Met 
1 5 10 
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